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1.  Introduction 

For  joint  replacement,  single-injection  nerve  blocks  with  local  anesthetics  are  simple  to  perform,  but 
only  provide  1 2-1 6  hours  of  pain  relief  that  includes  muscle  weakness.  This  study  will  evaluate  an 
innovative  36-hour  single-injection  nerve  block  that  combines  a  low-concentration  local  anesthetic 
with  other  pain  relievers  injected  near  the  nerve.  In  veterans  undergoing  total  hip  or  knee 
replacement,  we  will  compare  single-injection  nerve  blocks  with  the  plain  local  anesthetic  bupivacaine 
against  a  4-drug  combination  (including  bupivacaine)  in  veterans  undergoing  hip  or  knee  replacement 
surgery.  The  other  3  drugs  are  clonidine-buprenorphine-dexamethasone  (CBD).  Based  on  these  two 
treatments,  the  goals  are  to  determine  differing  effects  on  (1)  pain;  (2)  physical  function;  (3)  discharge 
plans  after  hospital  care;  (4)  satisfaction  with  treatment  and  emotional  response;  and  (5)  symptoms 
and  adverse  events.  These  outcome  domains  will  be  measured  using  both  validated  and  innovative 
methods.  Preoperative  baseline  survey  data  will  be  collected,  and  patient-follow-up  will  take  place 
during  days  1-4,  and  at  2  and  6  weeks  after  surgery.  This  research  is  projected  to  take  approximately 
four  years.  We  project  that  the  36-hour  single-injection  4-drug  nerve  block  will  have  immediate 
military  relevance,  by  reducing  or  eliminating  the  complexity  involved  with  inserting  nerve  block 
catheters  in  injured  soldiers  in  or  near  the  battlefield  before  lengthy  transport  to  definitive  medical 
care. 


2.  Keywords 

Bupivacaine,  clonidine,  buprenorphine,  dexamethasone,  nerve  block,  pain,  hip,  knee 
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3.  Accomplishments 
Section  3.1 :  MAJOR  GOALS 

Task  1.  Administrative,  infrastructural,  and  regulatory  affairs:  FDA  IND  submission, 
review,  response,  and  approval  of  the  full  IND. 

Task  2.  Related  to  funding-dependent  infrastructural  and  enrollment  activity 
Task  #2a:  Administrative,  infrastructural,  and  regulatory  affairs:  VA  Pittsburgh  Healthcare  System 
(VAPHS)  Institutional  Review  Board  (IRB)  submission  /  revision  /  approval;  creation  of  Data  Safety 
Monitoring  Board  DSMB  through  Pitt;  VAPHS  office  setup;  credentialing  Pitt-hired  research  team 
members  at  VAPHS;  VAPHS  physical  therapy  team  finalizing  the  research  template  with  Pitt-hired 
physical  therapists. 

Task  #2b:  Hire,  train,  and  credential  physical  therapists/recruiters 
(hired  through  University  of  Pittsburgh) 

Task  #2c:  Study-specific  programming  and  preparation  for,  communications,  data  collection,  and 
data  management:  finalize  Case  Report  Forms,  purchase  and  programming  of  laptop  PCs. 

Task  #2d:  Screening,  enrollment,  baseline  data  collection,  randomization,  surgery,  hospitalization 
Task  #2e:  Study  participant  follow-up  for  six  weeks  after  surgery 
Task  #2f:  Periodic  regulatory  surveillance 

(IRBs  /  HRPO,  Pitt  DSMB,  DoD  Quarterly/Annual  Reports,  FDA-IND) 

Task  3.  Related  to  scholarly  tasks  of  transforming  data  into  information 
Task  #3a:  Ongoing  data  entry  quality  verification 

Task  #3b:  Periodic  data  analyses  for  professional  meeting  presentations  and  DoD  annual  reports 
Task#3c:  Data  reduction,  analysis,  and  interpretation;  manuscript  preparations, 
presentations,  revisions,  and  publications 

Task  #3d:  Active  dissemination  of  research  findings  via  relevant  professional  societies 


Section  3.2:  ACCOMPLISHMENTS  UNDER  THESE  GOALS 

Task  1 :  This  task  entailed  the  management  of  regulatory  requirements  that  evolved  after  award 
announcement,  specifically  the  FDA  Investigational  New  Drug  (IND)  application  process  (folio 
#127171 ,  initiated  June  2015,  ultimately  approved  7  December  2015,  with  two  separate  iterative 
replies  required).  The  primary  concern  was  gaining  either  exemption  or  approval  for  our  FDA  IND 
application.  Our  initial  application  required  an  IND  since  three  drugs  in  the  4-drug  nerve  block 
(clonidine-buprenorphine-dexamethasone)  are  not  FDA-approved  for  perineural  use,  although  each 
of  the  three  drugs  have  been  used  (off-label)  via  the  perineural  route  dating  back  as  early  as  the 
1980s.  Our  initial  application  included  drug  mixture  safety  data  generated  from  our  NIH  {in  vitro)  and 
DoD  {in  vivo)  funded  studies,  and  associated  publications.  Our  first  response  to  the  FDA-IND  reply 
required  a  patient-safety  report  (n=1830  patients  with  the  4-drug  nerve  blocks  as  part  of  an 
institutional  clinical  pathway)  from  within  our  institution  describing  patient  safety.  Our  final  FDA-IND 
response  required  an  evaluation  of  endotoxin  risk  and  microbial  risk  when  mixing  these  drugs  in  the 
clinical  environment  where  our  study  will  be  taking  place:  all  microbial  growth  was  negative,  and  all 
endotoxin  evaluations  were  negative.  This  FDA  approval  (not  exemption)  was  sent  to  us  on  7 
December  2015. 

Other  achievements  related  to  this  FDA-IND  task  was  the  submission  of  two  peer-reviewed 
manuscripts  that  were  formulated  based  on  the  described  requirements.  One  was  published  (ePub 
ahead  of  print),  and  the  other  was  accepted  for  publication.  Both  involved  the  journal  Pain  Medicine. 
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•  Williams  BA,  Ibinson  JW,  Gould  AJ,  Mangione  MP.  The  incidence  of  peripheral  nerve  injury 
after  multimodal  perineural  anesthesia/analgesia  does  not  appear  to  differ  from  that  following 
single-drug  nerve  blocks  (2011-2014).  Pain  Medicine  2016;  doi:  10.1093/pm/pnv107 

•  Williams  BA,  Podnar  SM,  Bonant  SA,  Schanck  AM.  TECHNICAL  COMMUNICATION: 
Admixture  of  bupivacaine-clonidine-buprenorphine-dexamethasone  at  the  bedside  in  a  tertiary 
care  hospital  block  room  is  not  associated  with  any  apparent  burdens  of  endotoxin  or  microbial 
growth.  Pain  Medicine  20^6,  accepted  for  publication.  Manuscript  ID  PME-OTH-Jun-16- 

449. R1 

Task  2.  These  tasks  were  related  to  funding-dependent  infrastructural  and  enrollment  activity.  Tasks 
2a,  2b,  and  2c  are  complete.  Tasks  2d,  2e,  and  2f  are  all  related  to  active  recruitment  and  protocol 
implementation,  and  associated  periodic  regulatory  surveillance  (and  ongoing  procedures  to  ensure 
all  activities  being  accurately  tracked  and  easily  accessible  for  future  audit  purposes). 

The  primary  accomplishment  over  the  17-month  period  (dating  to  the  funding  announcement  but 
initiated  before  actual  funding)  was  the  cross-management  of  separate  regulatory  requirements  within 
the  relevant  local  institutions  (University  of  Pittsburgh  [hereafter  “Pitt”]  and  VA  Pittsburgh).  These 
included  but  were  not  restricted  to:  (i)  Pitt  IRB  (folio#  PRO  15070157,  initiated  August  2015),  (ii)  VA 
Pittsburgh  IRB  (folio#  PRO  1357,  initiated  July  2015),  and  (iii)  Pitt  Data  Safety  Monitoring  Board 
(DSMB)  (folio  #  IDSMB  #00068,  initiated  September  2015).  Of  special  interest  is  that  (i)  these 
entities  were  unable  to  provide  final  approval  until  the  FDA-IND  was  approved,  (ii)  Pitt  Office  of 
Research  forbade  the  release  of  funds  until  there  was  an  approved  IRB  application,  (iii)  and  both  Pitt 
and  VA  IRBs  required  additional  internal  regulatory  processes  beyond  those  required  by  the  DOD 
and  the  FDA  (for  the  IND).  After  this  complexity,  we  were  ultimately  able  to  make  our  initial 
submission  for  the  DOD  HRPO  USAMRMC  review,  submitted  21  March  2016.  Amendments  were 
required  that  needed  to  undergo  additional  approvals  by  Pitt  and  VA  Pittsburgh  IRBs. 

In  May  2016,  an  unavoidable  methodological  barrier  (described  in  our  3^^  Ouarter  report)  was 
identified  by  the  Pitt-based  lead  co-investigator  Sara  Piva,  PhD  in  collaboration  with  the  VA 
Pittsburgh-based  physical  therapists.  This  barrier  was  addressed  over  ensuing  weeks,  leading  to 
another  required  layer  of  cross-institutional  coordinated  approvals.  Once  these  approvals  were 
achieved,  the  final  revised  document  for  the  DOD  HRPO  USAMRMC  review  was  submitted.  Initial 
DOD  HRPO  USAMRMC  email  approval  was  sent  to  us  on  21  September  2016,  and  directives  to  start 
recruiting  were  issued  in  ensuing  days. 

There  is  one  final  regulatory  process  worth  mentioning  that  occurred  between  the  final  IRB 
amendment  submissions  and  IRB  approvals  by  Pitt  and  VA  Pittsburgh.  This  involved  the  Pitt 
Education  and  Compliance  Office  (Pitt  ECO),  an  entity  within  the  Pitt  Research  Conduct  and 
Compliance  Office  (RCCO).  The  Pitt  ECO  was  enlisted  at  the  directive  of  the  University  of  Pittsburgh 
IRB  to  ensure  study  compliance  related  to  the  protocol  involving  an  FDA  IND.  The  Pitt  ECO  directed 
our  research  team  to  have  a  “Site  Initiation  Visit”  (SIV)  before  the  start  of  participant  recruitment;  the 
SIV  occurred  on  1 1  August  2016.  We  now  confidently  declare  that  screening  and  participant 
recruitment  will  be  underway,  and  that  participants  will  be  enrolled,  en  route  to  near-future  joint 
replacement  surgery  and  study  protocol  execution  during  hospitalization.  From  there  with 
accumulation  of  study  participant  data,  we  will  be  able  to  embark  upon  Task  3. 
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Section  3.3:  OPPORTUNITIES  FOR  TRAINING  AND  PROFESSIONAL  DEVELOPMENT 

Nothing  to  report 


Section  3.4:  HOW  THE  RESULTS  WERE  DISSEMINATED 

We  consider  ourselves  fortunate  that  the  peer-reviewed  journal  Pain  Medicine  wias  interested  in  the 
subject  matter  that  we  were  required  to  evaluate  for  the  FDA-IND  application.  The  two  manuscripts 
that  were  transformed  from  FDA-IND  responses  to  peer-reviewed  manuscripts  are  listed  above. 
Otherwise,  nothing  to  report. 


Section  3.5:  PLANS  DURING  THE  NEXT  REPORTING  PERIOD 

Based  on  our  approved  status,  we  will  be  able  to  fully  engage  in  Tasks  2d,  2e,  2f,  and  3  throughout 
the  next  reporting  period.  All  teams,  including  research  coordinators,  physicians,  physical  therapists, 
allied  health  personnel,  and  clinical  /  research  support  staff  teams  are  now  all  engaged  in  their  study- 
specific  duties.  The  Manual  of  Operating  Procedures  for  the  study  has  been  distributed  to  all  team 
members. 


4.  Impact 


“Nothing  to  Report”  applies  to  the  following  sections: 

Section  4.1 :  IMPACT  ON  THE  DEVELOPMENT  OF  THE  PRINCIPAL  DISCIPLINE 

Section  4.2:  IMPACT  ON  OTHER  DISCIPLINES 

Section  4.3:  IMPACT  ON  TECHNOLOGY  TRANSFER 

Section  4.4:  IMPACT  ON  SOCIETY  BEYOND  SCIENCE  AND  TECHNOLOGY 
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5.  Changes  /  Problems 

Section  5.1:  CHANGES  IN  APPROACH  AND  REASONS  FOR  CHANGE 

and 

Section  5.2:  ACTUAL  OR  ANTICIPATED  PROBLEMS  OR  DELAYS 
AND  ACTIONS  OR  PLANS  TO  RESOLVE  THEM 

For  readers  of  this  report  that  are  considering  a  similar  pursuit,  there  is  one  major  regulatory  event 
that  led  to  a  significant  change  in  approach  to  gaining  final  approval  to  conduct  the  study.  In  our 
initial  application  for  this  grant,  there  were  no  stipulations  that  FDA  approval  of  an  Investigational  New 
Drug  (IND)  application  would  be  required,  with  respect  to  the  use  of  drugs  that  are  already  on  the 
market  in  the  United  States.  As  background,  our  4-drug  nerve  block  is  comprised  of  bupivacaine, 
clonidine,  buprenorphine,  and  dexamethasone.  At  our  clinical  institution  (VA  Pittsburgh),  we  gained 
hospital  Medical  Executive  Board  approval  to  use  this  4-drug  nerve  block,  “off  label”,  before  our  nerve 
block  program  began  in  mid-201 1 .  It  should  be  noted  that  the  VA  Pittsburgh  IRB  (unlike  the 
instructions  on  the  DOD  grant  application)  required  FDA  IND  approval  before  approving  the  described 
study.  We  are  unaware  if  the  Pitt  IRB  would  have  required  FDA  IND  approval,  other  than  they  were 
already  aware  that  the  VA  IRB  required  FDA  IND  approval.  When  we  submitted  the  original  FDA  IND 
application,  we  included  an  outcomes  manuscript  of  our  center’s  “off  label”  use  of  the  4-drug 
combination  in  nerve  blocks,  as  well  as  rat  safety  data  in  vitro  and  in  vivo  (as  peer-reviewed 
publications  generated  from  research  sponsored  by  the  NIFI  and  the  DOD).  The  outcomes 
publication  addressing  the  “off-label”  use  of  the  4-drug  combination  entailed  over  1300  nerve  blocks 
over  a  3-year  period.  Interestingly,  the  1300  nerve  blocks  publication,  along  with  the  initial 
submission  of  the  other  animal  data  manuscripts,  was  not  sufficient  to  gain  FDA  IND  approval;  we 
were  required  to  query  hospital  charts  of  over  1 800  patients  to  further  demonstrate  safety  of  the  4- 
drug  combination.  This  process  took  an  extended  period  of  time  and  professional  effort.  Whether 
DOD  research  officials  could  potentially  engage  in  cooperative  discussions  with  the  FDA  for 
regulatory  modifications  addressing  already-marketed  drugs,  and  involving  investigator-sponsors  as 
opposed  to  drug  company  sponsors,  may  be  of  possible  long-term  value  for  this  avenue  of  research. 

Section  5.3:  CHANGES  THAT  HAD  A  SIGNIFICANT  IMPACT  ON  EXPENDITURES 

The  situation  described  above  led  to  PI  salary  expenditures  in  isolation  that  could  not  be 
accompanied  by  salary  expenditures  of  other  team  members  charged  with  facilitating  the  start  of  the 
research  protocol  (since  protocol  approval  was  pending  the  FDA-IND  approval).  We  are  unable  to 
determine  whether  this  change  will  have  a  sufficiently  significant  impact  on  expenditures  as  to 
adversely  affect  future  study  salaries/processes  “downstream.” 

Section  5.4:  SIGNIFICANT  CHANGES  IN  USE  OR  CARE  OF  HUMAN  SUBJECTS,  VERTEBRATE 
ANIMALS,  BIOHAZARDS,  AND/OR  SELECT  AGENTS 

Animals,  biohazards,  and/or  select  agents  are  not  applicable. 

There  were  no  significant  changes  in  the  care  of  human  subjects. 
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6.  Products 

Section  6.1 :  Publications,  conference  papers,  and  presentations 

•  Williams  BA,  Ibinson  JW,  Gould  AJ,  Mangione  MP.  The  incidence  of  peripheral  nerve  injury 
after  multimodal  perineural  anesthesia/analgesia  does  not  appear  to  differ  from  that  following 
single-drug  nerve  blocks  (2011-2014).  Pain  Medicine  2016;  doi:  10.1093/pm/pnv107 

•  Williams  BA,  Podnar  SM,  Bonant  SA,  Schanck  AM.  TECHNICAL  COMMUNICATION: 
Admixture  of  bupivacaine-clonidine-buprenorphine-dexamethasone  at  the  bedside  in  a  tertiary 
care  hospital  block  room  is  not  associated  with  any  apparent  burdens  of  endotoxin  or  microbial 
growth.  Pain  Medicine  20^6,  accepted  for  publication.  Manuscript  ID  PME-OTH-Jun-16- 

449. R1 

Both  of  these  acknowledged  DoD  support, 

although  these  costs  were  incurred  before  funding  was  released. 

Books  /  other:  Nothing  to  report 

“Nothing  to  Report”  applies  to  the  following  sections: 

Section  6.2:  WEBSITES 
Section  6.3:  TECHNOLOGIES  /  TECHNIQUES 
Section  6.4:  INVENTIONS  /  PATENTS  /  LICENSES 
Section  6.5:  OTHER 
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7.  Participants  &  Other  Coiiaborating  Organizations 

Section  7.1 :  INDIVIDUALS  THAT  HAVE  WORKED  ON  THE  PROJECT 

Name:  Brian  A.  Williams,  MD,  MBA 

Project  Role:  PI  /  PD 

Researcher  Identifier  (e.g.  ORCID  ID):  TBD 

Nearest  person  month  worked:  5 

Contribution  to  Project:  Dr.  Williams  has  managed  the  activities  as  described  above. 

Name:  Sara  R.  Piva,  PT,  PhD 

Project  Role:  Lead  co-investigator  for  physical  therapy  /  rehabilitation 

Researcher  Identifier  (e.g.  ORCID  ID):  TBD 

Nearest  person  month  worked:  3 

Contribution  to  Project:  Dr.  Piva  has  coordinated  all  activities  related  to  physical  therapy 

care  and  assessment,  including  hiring  and  training  of  physical  therapists,  developing  documents  for 
data  collection,  manual  of  operations,  and  overseeing  regulatory  paperwork  related  to  physical 
therapy  care  and  assessment. 

Name:  Samantha  Bonant,  MS,  CCRP 

Project  Role:  Regulatory  Specialist  Coordinator 

Researcher  Identifier  (e.g.  ORCID  ID):  TBD 

Nearest  person  month  worked:  6  (originally  forecasted  as  0.9) 

Contribution  to  Project:  Ms.  Bonant  handles  all  regulatory  submissions, 

including  IRB,  FDA,  IDSMB  and  DoD  submissions. 

Funding  Support:  Veterans  Research  Foundation  of  Pittsburgh,  plus  DOD  sponsorship. 


Name:  Karen  Gilbert 

Project  Role:  Study  Coordinator 

Researcher  Identifier  (e.g.  ORCID  ID):  TBD 

Nearest  person  month  worked:  12 

Contribution  to  Project:  Ms.  Gilbert  is  the  lead  coordinator,  and  was  responsible  for  constructing 

the  Manual  of  Operating  Procedures,  among  many  other  coordination 
and  educational  activities 

Funding  Support:  Veterans  Research  Foundation  of  Pittsburgh,  plus  DOD  sponsorship 


Section  7.2:  CHANGES  IN  THE  ACTIVE  OTHER  SUPPORT  OF  THE  PD/PI(S) 
OR  SENIOR/KEYPERSONNEL 

Nothing  to  report 


SECTION  7.3:  OTHER  ORGANIZATIONS  INVOLVED  AS  PARTNERS 

Nothing  to  report 
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8.  Special  Reporting  Requirements 

See  attached  Quad  Chart 

9.  Appendices 

•  Quad  Chart 

•  In-press  manuscript 

•  (the  accepted-for-publication  manuscript  is  not  ready  for  public  distribution,  per  the  publisher) 

•  Manual  of  Qperating  Procedures  (which  includes  all  case  report  forms) 


4-Drug  Nerve  Block  vs  Plain  Local  Anesthetic  for  Knee  &  Hip 

Log  Number:  13232002  -  Prospective  Randomized  Clinical  Trial  at  the  VA  Pittsburgh 
Award  Number:  W81XWH-1 5-1 -0294 

PI:  Brian  A.  Williams,  MD,  MBA  Org:  The  University  of  Pittsburgh  Award  Amount:  $1 ,950,591 .00 


Study/Product  Aim(s) 

•  Demonstrate  analgesic  superiority  of  4-drug  nerve  block 
after  elective  joint  arthroplasty  when  compared  against 
single-injection  nerve  blocks  with  plain  bupivacaine 

•  Determine  whether  this  analgesic  superiority  postoperatively 
translates  to  equal  or  superior  physical  therapy  outcomes 

•  Also  track  all  study  participants  with  validated  outcome  surveys, 
to  quantify  veteran-centered  clinical  outcome  measures 

•  Military  relevance:  Is  the  described  4-drug  single-injection 
nerve  block  sufficiently  robust  to  reconsider  current  nerve  block 
continuous  infusions  that  are  complex  to  insert  and  maintain 

in  the  battlefield  theater  (Level  3,  possibly  earlier)? 

Approach 

Prospective  randomized  triple-blinded  clinical  trial  of  n=200 
veterans  undergoing  knee  (n=100)  or  hip  (n=100)  replacement. 


Timeline  and  Cost 


Activities  CY 

16 

17 

18 

19 

Regulatory  (FDA/ IRB)  / 
infrastructure 

Screening,  enrollment,  study- 
specific  hospitalization 

_ 

_ 

_ 

One-month  study  participant 
follow-up 

1  1  1 

Ongoing  regulatory  issues, 
and  scholarly  output 

Estimated  Budget  ($K) 

$587 

$545 

$557 

$262 

Updated:  Pittsburgh,  PA;  25  October  201 6 


In  previous  DoD-funded  \n  vivo  rat  studies, 
the  4-drug  nerve  block  was  equally  safe  to  the 
_ nerve  as  was  plain  bupivacaine _ 

After  due  diligence  in  rat  studies  in  vitro  and  in  vivo,  we  have  gained  FDA  approval  of 
our  IND  application,  and  IRB  approval,  to  evaluate  the  4-drug  single-injection  nerve 
block  (bupivacaine-clonidine-buprenorphine-dexamethasone)  in  Veterans. 

Goals/Milestones 

CY16  Goal  -  Regulatory  approvals  and  study  enrollment 
0  FDA-IND  approval.  IRB  approvals.  Study  staff/  infrastructure. 

0  USAMRMC  HRPO  revisions  approved. 

0  Subject  screening/enrollment  -  begin  9/26/201 6 
CY17  Goals  -  Study  enrollment  and  regulatory  updates 
0  Participant  screening  (enrollment  just  underway  10/25/1 6) 

□  Data  integrity,  interim  safety  analysis,  regulatory  updates 
CY18  Goal  -  Study  enrollment  and  regulatory  updates 

□  Participant  screening  and  enrollment 

□  Data  integrity,  interim  safety/efficacy  analysis,  regulatory  updates 
CY19  Goal  -  Finish  study  enrollment,  scholarly  output 

□  Submit  manuscripts  for  peer-reviewed  publication 

Comments/Challenges/lssues/Concerns 

•  Coordinating  documents  and  approvals  of  VA,  Pitt,  and  USAMRMC 

Budget  Expenditure  to  Date 

Projected  Expenditure:  $586,991  (subject  enrollment  was  projected) 
Actual  Expenditure:  $365,734  (all  pre-enrollment) 


Pain  Medicine  Advance  Access  published  February  19,  2016 


Pain  Medicine  2016:  0:  1-9 
doi:  10.1093/pm/pnv107 


OXTORD 


Commentary 

The  Incidence  of  Peripheral  Nerve  Injury  After 
Multimodal  Perineural  Anesthesia/Analgesia 
Does  Not  Appear  to  Differ  from  That  Following 
Single-Drug  Nerve  Blocks  (2011-2014) 


Introduction 

Recently,  we  reported  on  the  in  vitro  [1]  and  in  vivo  [2] 
animal  safety  (rat)  of  four-drug  nerve  block  (multimodal 
perineural  anesthesia-analgesia,  or  MMPNA)  combina¬ 
tions  involving  bupivacaine  (BPV  [2]),  ropivacaine 
(RPV  [1]),  or  midazolam  (MDZ  [1,2])  with  the  following 
three  preservative-free  injectable  drugs:  clonidine,  bupre- 
norphine,  and  dexamethasone  [1 ,2]  (hereafter  abbreviated 
as  CBD).  In  addition,  we  provided  clinical  benchmark 
data  for  patients  having  received  nerve  blocks  with  com¬ 
bined  BPV-CBD  [3]  and  MDZ-CBD  [4]).  The  chronological 
time  frame  for  these  previous  clinical  benchmark  reports 
[3,4]  was  July  2011  through  March  2014.  The  current 
report  covers  intermediate  and  long-term  peripheral  nerve 
injury  (PNI)  outcomes  for  n=  1830  patient-block  encoun¬ 
ters  dating  from  July  201 1  through  December  2014. 

We  define  a  “patient-block  encounter”  as  a  uniquely 
identified  patient  encounter  receiving  one  or  more  nerve 
blocks  on  a  specific  day  for  pre-  and  intra-operative 
anesthesia/analgesia,  immediate  postoperative  analgesia, 
or  rescue  postoperative  analgesia  on  a  day  after  surgery, 
typically  during  the  same  hospital  stay.  The  blocks  used 
for  these  1830  patient-block  encounters  were  composed 
primarily  of  BPV-CBD  (n  =  1726;  94.3%),  or  MDZ-CBD 
(n=104;  5.7%).  Patients  who  were  having  surgery 
related  to  a  current  or  previous  surgical  site  infection  typi¬ 
cally  did  not  have  blocks  that  included  perineural  dexa¬ 
methasone  (n=  109/1830,  or  6%). 

The  objective  of  this  report  is  to  present  complication- 
related  quality  improvement  (Ql)  data  from  our  institution 
in  the  epidemiologic  context  of  such  data  published 
elsewhere  regarding  the  risk  of  PNI  complications 
related  to  surgery  itself  (without  specific  nerve  block 
considerations)  or  specifically  related  to  nerve  blocks 
typically  using  local  anesthetics  only  (in  the  absence  of 
multiple  or  any  perineural  adjuvants). 

In  our  institution  (Veterans  Affairs  Pittsburgh  Healthcare 
System,  VAPHS),  the  lead  author  was  charged  with  cre¬ 
ating  a  regional  anesthesia  (PA)  and  analgesia  program 


for  patients  eligible  for  peripheral  nerve  blocks.  The 
VAPHS  Medical  Executive  Board  approved  the  lead 
author’s  recommendation  to  routinely  use  the  described 
four-drug  nerve  blocks  off-label.  These  single-injection 
nerve  blocks  are  typically  placed  before  surgery  to  pro¬ 
vide  postoperative  analgesia  and  intraoperative  anesthesia 
when  feasible.  Pursuant  from  institutional  approval  was 
the  need  to  collect  Ql  data  prospectively  (within  2  weeks 
after  the  block  encounter)  to  evaluate  dose-specific  com¬ 
parative  effectiveness  (block  duration  and  rebound  pain, 
which  we  previously  reported  [5,6]).  Additional  Ql  data 
were  later  collected  retrospectively  to  determine  perineural 
complications  and  to  establish  MMPNA  safety.  In  accord¬ 
ance  with  Veterans  Health  Administration  Handbook 
1058.05,  this  manuscript  was  processed  for  authentica¬ 
tion  of  nonresearch  status  of  the  described  activities  prior 
to  submission  to  this  journal.  The  VAPHS  institutional 
review  board  declared  these  clinical  operations  “not 
research”  at  the  time  of  program  initiation  (mid-201 1)  and 
annually  since  then  during  required  reviews. 


Methods 

Definition  of  perineural  complication.  This  medical  record 
review  identified  patients  who  had  EMG  examinations 
after  the  date  of  the  described  patient-block  encounter. 
Included  was  a  review  of  the  EMG  consultation  order, 
and  the  specific  progress  notes  time-associated  with 
the  EMG  order.  The  review  also  entailed  the  screening 
of  postoperative  notes  by  the  surgical  team  following  up 
on  the  patient  for  any  notes  indicating  potential  PNI 
symptoms  that  were  traceable  to  the  site  of  the  needle 
injection  for  the  performed  blocks,  but  for  which  EMG 
was  not  ordered.  This  medical  record  review  did  not 
track  complications  (e.g.,  intraoperative  hypotension, 
postoperative  nausea/vomiting)  other  than  neurologic 
symptoms  in  the  distribution  of  the  surgery  and/or  nerve 
block(s). 

Patient  selection  for  data  analysis  of  Ql-reportable  occurrences, 
and  data  collation.  From  July  1 ,  201 1  through  December 
31,  2014,  there  were  n  =  1830  patient-block  encounters 
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involving  MMPNA  in  an  all-inclusive  Ql  database.  For  Ql 
purposes,  electronic  medical  records  with  patient  identi¬ 
fiers  for  cases  1  through  800  were  screened  by  author 
AJG,  including  postoperative  notes  by  the  surgical  team 
and/or  any  other  relevant  progress  notes  (e.g.,  neurol¬ 
ogy,  physical  medicine  and  rehabilitation)  that  may  have 
indicated  possible  PNI  outcomes.  In  addition,  all  elec¬ 
tronic  medical  records  were  screened  for  any  EMG  test¬ 
ing  procedures  that  were  done  before  or  after  the  index 
MMPNA  patient-block  procedure-encounters.  After 
screening,  author  AJG  provided  a  summary  list  to  the 
lead  author  (BAW)  for  a  detailed  Ql  review  of  these 
cases  to  determine  the  relationship  of  the  EMG  reports 
to  the  needle  location  of  the  block  performed  and  the 
symptoms  for  which  the  postoperative  EMG  was 
ordered  to  specifically  evaluate.  The  presence  of  preop¬ 
erative  or  postoperative  spine  problems  was  evaluated 
by  the  lead  author  to  determine  the  relationship  of  spine 
pathology  level  to  previous  or  future  Ql  issues  (e.g.,  cer¬ 
vical  spine  abnormality  that  was  diagnosed  before  ver¬ 
sus  brachial  plexus-based  patient  complaint  after  having 
undergone  a  brachial  plexus  block).  For  patients  in 
whom  EMG  was  not  ordered,  the  lead  author  reviewed 
the  electronic  medical  record  details  involving  preopera¬ 
tive  symptoms,  timing  of  onset  of  postoperative  symp¬ 
toms,  operative  notes,  coinciding  spine  pathology,  and 
timing  of  symptom  resolution,  if  applicable.  For  cases 
801  through  1830,  the  lead  author  was  responsible  for 
both  screening  and  conducting  a  detailed  review  of  all 
records.  In  other  words,  all  1830  patient-block  encoun¬ 
ter  medical  records  were  reviewed  not  only  for  the  pres¬ 
ence  of  any  EMG  testing,  but  also  for  the  presence  of 
potential  PNI  symptoms  without  evidence  of  EMG 
testing. 

The  following  block  types  were  recorded  during  Ql  data¬ 
sheet  collation:  (I)  brachial  plexus  below  the  clavicle  (typ¬ 
ically  axillary),  (ii)  brachial  plexus  above  the  clavicle 
(typically  interscalene  or  supraclavicular),  (iii)  L2-L4  only 
(i.e.,  psoas  compartment,  femoral,  or  saphenous),  (iv) 
L2-L4  and  L4-S3  in  which  the  L2-L4  block  was  specifi¬ 
cally  at  the  level  of  the  psoas  compartment,  (v)  L2-L4 
and  L4-S3  in  which  the  L2-L4  was  specifically  of  the 
femoral  nerve  in  the  groin,  and  (vi)  popliteal  sciatic  with 
or  without  a  separate  saphenous  nerve  block  (i.e.,  spe¬ 
cifically  for  foot-ankle  surgery).  The  timing  of  EMG  test¬ 
ing  was  recorded  as  follows:  (i)  no  pre-  or  postoperative 
EMG  testing  of  the  relevant  nerve  distribution,  (ii)  only 
preoperative  EMG  testing  without  postoperative  EMG 
testing,  (iii)  postoperative  EMG  testing  without  any  pre¬ 
operative  EMG  testing,  and  (iv)  both  preoperative  and 
postoperative  EMG  testing.  For  any  postoperative  EMG 
testing,  we  specified  in  our  collated  dataset  if  the  elec¬ 
tronic  medical  record  indicated  that  the  ordering  pro¬ 
vider  (e.g.,  surgical  team)  mentioned  in  the  medical 
record  a  specific  concern  about  the  nerve  block  as  the 
reason  for  the  EMG  referral  (i.e.,  no-yes  dichotomous 
variable).  Dichotomous  variables  were  assigned  accord¬ 
ingly  if  an  identified  EMG  lesion  correlated  with  the  nee¬ 
dle  location  for  the  block  used.  Patients  were  not 
contacted  as  part  of  this  Ql  review.  However,  if  the 


surgical  team  deemed  it  appropriate,  they  notified  the 
anesthesia  service  on  a  discretionary  basis  of  any  possi¬ 
ble  complications  of  which  they  felt  the  anesthesia  serv¬ 
ice  needed  to  be  aware,  and  such  notification  may  have 
involved  the  anesthesia  care  team  member  contacting 
the  patient  as  part  of  the  care  process  and  follow-up. 

Coinciding  30-day  mortality  data  from  the  Veterans  Affairs  Surgical 
Quality  Improvement  Project  (VASQIPj/j),  2006-2014.  The  VA 
National  Surgery  Qffice  (NSQ)  publishes  a  quarterly 
report  to  provide  the  Veterans  Integrated  Service 
Network  (VISN)  Surgical  Work  Group  and  Facility 
Surgical  Work  Groups,  as  defined  in  Veterans  Health 
Administration  (VHA)  Handbook  1102.01,  with  a  stand¬ 
ardized  set  of  surgically  relevant  information  upon  which 
to  evaluate  local  and  VISN  surgical  delivery  systems, 
best  practices,  and  the  overall  quality  of  surgery  serv¬ 
ices.  The  NSQ  Quarterly  Report  is  designed  to  facilitate 
a  community  of  surgical  practice  and  the  delivery  of 
high-quality  and  timely  surgical  services  to  our  nation’s 
veterans.  For  this  manuscript,  we  will  present  only  30- 
day  VASQIP  morbidity  and  mortality  data  originating 
from  the  Qrthopedics  category  at  VAPHS.  Of  note,  for 
VASQIP  NSQ  quarterly  reports,  orthopedic  mortality 
may  have  included  orthopedic  spine  or  other  cases  for 
which  regional  anesthesia  was  not  an  available  care 
option.  In  addition,  VASQIP  NSQ  quarterly  reports 
involve  the  comparison  of  a  single  VA  hospital  (e.g., 
VAPHS,  and  an  “observed  30-day  mortality”)  against 
aggregate  VA  nationwide  data  (“expected  30-day  mor¬ 
tality”)  in  creating  “observed-to-expected”  30-day  mor¬ 
bidity  and  mortality  ratios.  One  limitation  of  VASQIP 
mortality  data  is  that  all  30-day  mortalities  are  captured 
in  the  numerator,  but  not  all  survivals  are  captured  in 
the  denominator  (as  VASQIP  represents  a  minimum 
sampling  per  institution  that  is  to  include  all  morbidities/ 
mortalities  in  the  numerator).  Therefore,  we  will  present 
quarterly  trend  data  for  VAPHS  orthopedics  before  and 
after  the  start  of  our  MMPNA  nerve-block  service.  We 
will  perform  associated  (i.e.,  association,  not  causation) 
statistical  analyses  of  before  and  after  aggregate  data 
(30-day  Q-E  mortality  ratios)  with  the  understanding  that 
the  mortality  ratios  for  both  “observed”  and  “expected” 
do  not  include  the  full  denominator  of  surgical  survivors. 

We  also  tracked  elective  joint  replacement  mortalities 
throughout  the  2006-2014  period  (with  complete 
denominators),  and  compared  before  and  after  the 
Acute  Pain  Medicine/Regional  Anesthesia  specialty  serv¬ 
ice  was  inaugurated  in  July  201 1 . 


Statistical  Analyses 

As  a  retrospective  review  of  a  Ql  database  not  originally 
intended  for  scientific/extramural  reporting,  there  were 
no  detailed  analysis  plans  a  priori.  Descriptive  statistics 
(proportions,  95%  confidence  intervals)  are  provided, 
and  associated  conclusions  are  presented  as  simply  a 
comparison  of  our  95%  confidence  intervals  against 
complication  rates  reported  in  the  literature. 
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For  the  0-E  30-day  morbidity/mortality  ratios,  raw  ratios 
between  zero  and  one  were  translated  as  “lower  than 
national  VA  trend,”  while  raw  ratios  greater  than  one 
were  translated  as  “higher  than  national  VA  trend.” 
However,  as  these  raw  ratios  varied  from  greater  than 
one  to  less  than  one,  we  were  required  to  transform  the 
raw  ratio  data  to  establish  a  "true  zero.”  To  do  so,  each 
raw  ratio  data  point  was  squared  (i.e.,  raised  to  the  sec¬ 
ond  power)  for  proportional  comparisons  of  the  0-E 
ratio.  ^  Mortality  data  were  then  compared  before  versus 
after  the  Acute  Pain  Medicine/Regional  Anesthesia 
Service  was  established  (2006  through  June  201 1 ,  then 
July  2011  through  December  2014)  using  the  student’s 
t-test. 

For  the  “before-after”  absolute  mortality  calculations 
after  elective  joint  replacement  surgery  (knee  and  hip, 
with  known  case  denominators),  associated  differences 
in  this  outcome  were  evaluated  using  the  Fisher’s  Exact 
Test.  These  0-E  data  and  before-after  joint  replacement 
mortality  data  were  analyzed  with  IBM  SPSS  v21  statis¬ 
tical  software  (IBM  SPSS®,  Ohicago,  IL). 

Results 

Total  encounters,  and  categorizing  blocks  for  surgery  versus  blocks 
for  analgesia.  Prom  July  1,  2011  until  December  31, 
2014,  there  were  a  total  of  1830  patient-block  encoun¬ 
ters  involving  the  Acute  Pain  Medicine/Regional 
Anesthesia  Service  utilizing  MMPNA.  Of  note,  51% 
(n  =  937)  of  these  blocks  were  used  for  “surgical 
anesthesia”  (involving  a  higher  concentration  of  local 
anesthetic  to  provide  operating  conditions  not  requiring 
other  general  or  regional  anesthesia).  The  remainder 
were  typically  designed  for  “postoperative  analgesia,” 
meaning  that  the  block  was  also  combined  with  a  spinal 
anesthetic  (n  =  685;  77%)  or  a  general  anesthetic  (I.e., 
with  a  secured  airway,  n  =  210;  23%)  to  achieve  neces¬ 
sary  surgical  conditions.  Most  (n  =  1748;  96%)  blocks 
were  placed  before  surgery,  and  most  patients 
(n  =  1339;  73%)  were  nondiabetic  at  the  time  of  the 
block. 

Types  and  timing  of  blocks  performed,  and  postoperative  frequency 
of  EMG  testing.  The  types  of  blocks  performed  are  catego¬ 
rized  in  Table  1 . 

Of  the  EMG  reports  available  on  the  computerized  med¬ 
ical  records  for  the  patients  associated  with  these 
n  =  1830  patient-block  encounters,  (I)  n  =  242  EMGs 
were  performed  only  before  the  surgery/block,  (ii)  n  =  58 
EMGs  (n  =  34  lower  extremity  and  n  =  24  upper  extrem¬ 
ity)  were  performed  only  after  the  day-of-surgery/block, 
and  (III)  n=  15  had  EMGs  both  before  and  after  the  sur¬ 
gery/block  (n  =  1 4  of  these  were  upper  extremity  sur¬ 
gery-blocks,  and  one  was  foot-ankle).  The  EMG  studies 
performed  only  before  the  surgery/block  (n  =  242)  were 
excluded  from  subsequent  analysis,  and  n  =  73  EMGs 
were  included  for  analysis.  Four  of  these  73  EMGs  were 
repeat  postoperative  EMGs,  so  there  were  69  total 
patients  with  any  postoperative  EMG. 


There  were  n  =  38  upper  extremity  patient  EMGs,  and 
n  =  35  lower  extremity  patient  EMGs  (73  EMGs  total 
across  1830  patient-block  encounters,  or  4%).  Of  the 
73  total  patient-block  encounter  EMGs,  n  =  54  were 
nondiabetic  and  n  =  19  were  diabetic. 

Electronic  medical  records  were  reviewed  for  the  69 
patients  who  underwent  the  total  of  73  postoperative 
EMG  evaluations.  Before  the  EMGs  were  performed,  13 
of  the  patient-specific  EMG  order/consultations  indi¬ 
cated  concerns  specifically  relevant  to  the  nerve  block 
performed.  The  other  56  patients’  EMGs  were  ordered 
for  reasons  in  which  no  concern  regarding  the  nerve 
block  was  specified;  55  of  these  56  patients’  EMG 
reports  did  not  indicate  any  findings  suggestive  of  a 
lesion  traceable  to  the  nerve  block  injection,  but  one  of 
these  reports  was  unable  to  rule  out  a  possible  specific 
PNI  case  (not  necessarily  traceable  to  the  block  site) 
distinguished  from  long-standing  preoperative  pathology 
attributable  to  the  lumbar  spine  (and  previous  spine  sur¬ 
gery).  Therefore,  of  13  EMGs  specifically  ordered  to 
address  nerve  block  concerns,  2  were  “definite”  PNI 
cases  (2/1830,  or  0.11%),  and  4  were  “possible”  PNI 
cases.  Adding  the  1  “possible”  PNI  case  from  the  56 
EMGs  ordered  (unrelated  to  block  concerns)  leads  to  2 
“definite”  and  5  “possible”  (from  the  13  EMGs  con¬ 
cerned  with  the  nerve  block)  and  yields  an  incidence  of 
7/1830  (0.38%)  “definite  or  possible”  PNI. 

EMG  Case  Details 

Popliteal  (with  or  without  saphenous,  n=328).  Of  the  seven 
numerator  patients  with  definite  or  possible  lesions  on 
EMG,  one  had  a  popliteal-saphenous  block  for  surgical 
anesthesia  and  a  definite  PNI  lesion  (“definite  POP,” 
1/328,  0.3%,  95%  Cl:  0.05%,  1.7%)  and  one  had  a 
possible  PNI  popliteal-saphenous  analgesic  block  com¬ 
bined  with  a  spinal  (“possible  POP-SPI”  case,  with 
cumulative  popliteal  risk  being  2/328,  0.6%,  95%  Cl: 
0.17%,  2.20%).  The  definite  POP  case  (who  was  not 
diabetic  and  had  no  previous  symptomatic  complaints) 
on  the  postoperative  EMG  was  found  to  have  profound 
bilateral  peripheral  lower  extremity  neuropathy,  and  a 
presumably  new  lesion  traceable  to  the  block  needle  In 
the  popliteal  fossa.  It  Is  conceivable  that  this  case  may 
have  instead  involved  postoperative  bilateral  inflamma¬ 
tory  neuropathy  after  one-sided  surgery  with  regional 
anesthesia,  as  has  been  reported  recently  [8]. 
Meanwhile,  the  possible  POP-SPI  case  had  diffuse  bilat¬ 
eral  EMG  findings,  and  a  common  peroneal  EMG  focus 
“of  questionable  significance.”  The  lumbar  spine  MRI  of 
the  possible  POP-SPI  case  also  showed  some  anatomic 
lesions  unrelated  to  the  block.  The  consulting  neurolo¬ 
gist  ultimately  ascribed  a  diagnosis  of  “intermittent 
sciatica”  for  the  possible  POP-SPI  case. 

Interscalene  (n=278).  One  of  the  seven  “definite  or  possi¬ 
ble”  patients  had  an  interscalene  block  for  surgical 
anesthesia  (“possible  ISB  case,”  1/278,  0.4%,  95%  Cl: 
0.06%,  2%).  The  ISB  case  manifested  as  a  winged 
scapula  postoperatively  that  was  undocumented 
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Table  1  Totals  per  block  procedure  type  (n  =  1830  patient-block  encounters  overall),  and  definite/ 
possible  PNI  cases  based  on  EMG  testing 


Category 


Axillary 

•  No  definite  or  possible  EMG  cases 
Interscalene/supraclavicular 

•  One  possible  PNI  case  (see  ISB) 

Femoral  or  psoas  compartment 
without  L4-S3  block 

•  No  definite  or  possible  PNI  cases 
Psoas  compartment  lumbar  plexus 
plus  L4-S3  block  (i.e.,  988  total  blocks) 

For  hip 

•  One  definite  L2-L4  PNI  case  (see  HIP-LUM) 

•  One  possible  L4-S3  PNI  case  (see  HIP-PS) 

Caudad  to  hip 

•  Two  possible  L4-S3  PNI  cases  (see  LUM-SCI  knee  and 
Femoral  and  sciatic 

•  No  definite  or  possible  PNI  cases 

Popliteal 

with  or  without  saphenous/femoral 

•  One  definite  PNI  case  (see  POP) 

•  One  possible  PNI  case  (see  POP-SPI) 

Other 

•  No  definite  or  possible  PNI  cases 


N 

315 

278 

113 

494 

300  (i.e.,  600  total  blocks) 

194  (i.e.,  388  total  blocks) 

l-SCI  ankle) 

298  (i.e.,  596  total  blocks) 
328 

4 


PNI:  peripheral  nerve  injury;  EMG:  electromyography. 

See  text  for  the  individual  case  descriptions. 

There  were  two  definite  cases  of  PNI  (2/1830,  0.11%)  and  five  possible  cases  of  PNI  (5/1830,  0.27%). 


preoperatively.  The  occupational  mechanism  of  injury 
leading  to  the  need  for  the  surgical  procedure  was  an 
abrupt  “heavy  tugging”  of  a  free-falling  300-lb  (136-kg) 
weight  on  a  pulley,  resulting  in  a  distal  biceps  rupture 
and  a  possibly  undetected  simultaneous  isolated  long 
thoracic  nerve  injury.  We  attribute  the  EMG  finding  to 
the  mechanism  of  injury  and  not  to  the  block,  but  still 
conservatively  categorize  the  case  as  “possible.” 

Lumbar  plexus  psoas  compartment  block  with  either  parasacral  or 
gluteal  sciatic  block  (n=494).  Four  of  the  remaining  seven 
“definite  or  possible”  patients  had  lumbar  plexus  blocks 
with  either  parasacral  or  gluteal  sciatic  L4-S3  blocks. 
Two  of  these  four  patients  had  spinal  anesthesia  with 
preoperative  psoas  compartment  and  parasacral  blocks 
for  hip  surgery.  One  lesion  was  traceable  to  the  lumbar 
plexus  (“definite  HIP-LUM”).  The  other  lesion  was  trace¬ 
able  to  the  proximal  sciatic  nerve  at  the  level  of  the  long 
head  of  the  biceps  (“possible  HIP-PS,”  of  questionable 
proximity  of  the  parasacral  injection  site;  the  primary 
causative  factor  was  indeterminate,  but  favoring  surgical 
stretch  over  the  injection  site,  perhaps  in  a  “double 
crush”  phenomenon).  The  third  of  four  patients 
(“possible  LUM-SCI  knee”)  had  surgical  lumbar  plexus 
and  gluteal  sciatic  anesthetic  blocks  for  knee 


replacement.  The  fourth  of  four  patients  (“possible  LUM- 
SCI  ankle”)  had  lumbar  plexus  and  sciatic  blocks  for 
many  ankle  procedures.  Therefore,  the  risk  proportion 
calculation,  given  that  this  category  includes  two  ana¬ 
tomically  separate  blocks,  is:  one  “definite”  case/494 
patients,  0.2%,  95%  Cl:  0.07%,  0.6%;  versus  four 
“definite  or  possible”/494  patients,  0.8%,  95%  Cl: 
0.28%,  2.4%).  So  in  these  494  patients,  988  total 
blocks  (excluding  spinals)  were  performed;  our  95% 
confidence  intervals  conservatively  reflect  “patients” 
(n  =  494),  not  “blocks”  (n  =  988). 

The  definite  HIP-LUM  case  had  two  normal  EMGs  at 
our  hospital  facility,  reflecting  a  normal  L2-L4  peripheral 
sensory  exam,  but  two  “second  opinion”  EMGs  at  out¬ 
side  hospitals  performed  paraspinous  EMG/myography 
showing  a  profound  lesion  within  the  lumbar  plexus  itself 
that  our  hospital’s  EMGs  did  not  specifically  test  for. 

The  possible  HIP-PS  case  first  manifested  symptoms  2 
weeks  postoperatively.  The  lesion  was  localized  in  the 
proximal  sciatic  nerve  distribution,  in  that  the  long  head 
of  the  biceps  was  affected  during  myography  (failing  to 
rule  out  surgical  stretch),  but  the  gluteal  musculature 
was  unaffected  (less  favoring  a  parasacral  plexus  needle 
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lesion).  Therefore,  the  EMG  was  partially  able  to  favor 
surgioal  stretoh  and  partially  rule  out  the  fooal  needle 
injeotion  site.  This  possible  HIP-PS  patient  was  reported 
to  be  a  nonoompliant  diabetic,  which  may  have  compli¬ 
cated  matters  postoperatively  (including  the  absence  of 
symptoms  until  2  weeks  postoperatively),  all  of  which 
factor  against  the  PNI  focus  being  the  parasacral  block 
injection  site.  The  possible  LUM-SCI  knee  PNI  case 
(total  knee  replacement)  had  a  known  problematic  lum¬ 
bar  spine,  diabetes  with  peripheral  polyneuropathy,  and 
had  recorded  in  the  medical  records  a  statement  that 
he  also  encountered  many  of  his  postoperative  symp¬ 
toms  preoperatively.  There  was  no  EMG  myography 
testing  for  gluteal/hamstring  evaluation  for  a  complete 
evaluation  of  the  sciatic  nerve  on  the  possible  LUM-SCI 
knee  patient,  because  this  patient  underwent  EMG  test¬ 
ing  while  therapeutically  anticoagulated  with  warfarin. 

The  possible  LUM-SCI  ankle  case  was  a  diabetic  who 
had  previously  undergone  three  major  lumbar  spine  sur¬ 
geries  in  our  institution  and  seven  foot/ankle  procedures. 
In  two  separate  postoperative  EMG  reports  (in  2013  and 
2014),  the  interpretation  was  unable  to  exclude  a  super¬ 
imposed  ipsilateral  L5-S1  focal  versus  neuraxial  radicul¬ 
opathy,  given  a  longstanding  sensory-motor  peripheral 
polyneuropathy  with  chronic  axonal  loss. 

Conservative  approach  to  expand  the  risk  probabiiity  and  its  95% 
confidence  intervai.  In  a  separate  chart  review  of  patients 
not  referred  for  EMG,  there  were  seven  cases  of  abnor¬ 
mal  postoperative  physical  exam  findings  that  were 
judged  (by  authors  SAW  and  JWI)  to  be  possibly  block 
related,  for  which  there  was  no  EMG  ordered  to  appro¬ 
priately  evaluate.  Based  on  the  proportions  described 
above,  we  will  assume  that  if  these  seven  had  had 
EMGs  ordered,  three  may  have  proven  to  be  positive. 
Therefore,  in  our  conservative  estimation,  the  risk  of  PNI 
from  MMPNA  injections  that  has  been  (or  may  be) 
traceable  to  the  site  of  nerve  block  injection  is  10/1830, 
or  0.55%.  The  95%  confidence  interval  of  this  incidence 
is  0.27%  to  1 .08%. 

Coinciding  30-day  orthopedic  morbidity/mortaiity  data  from  the 
Veterans  Affairs  Surgicai  Quaiity  Improvement  Project  (VASQIPflj), 
2006-2014  (Figure  1).  In  January  2011,  our  institution 
implemented  a  new  “preoperative  optimization”  program 
(“Interdisciplinary  Medical  Perioperative  Assessment 
Consultation  Treatment,”  abbreviated  as  IMPACT)  that 
can  be  summarized  as  reasonably  equivalent  to  the 
advances  described  in  the  literature  addressing  perio¬ 
perative  surgical  homes  [9].  In  July  2011,  the  regional 
anesthesia  team  was  created,  but  was  not  fully  opera¬ 
tional  on  a  daily  basis  until  February  2012.  Before  the 
creation  of  the  IMPACT  program  and  regional  anesthe¬ 
sia  team,  the  overall  0-E  ratios  for  morbidity  and  mortal¬ 
ity  were  1.18  (1.04,  1.33)  and  1.24  (0.93-1.59), 
respectively.  After  the  regional  anesthesia  team  was  cre¬ 
ated  and  through  December  2014,  the  0-E  ratios  were 
0.72  (0.50,  0.97)  and  0.22  (0.00,  0.74;  P  =  0.001  for 


both  morbidity  and  mortality,  respectively,  based  on  the 
t-test).  These  values  represent  (based  on  transformed 
ratio  statistics  to  a  common  zero)  reductions  in 
observed -to-expected  morbidity  and  mortality  ratios  of 
22%  and  58%,  respectively.  We  were  statistically  unable 
to  delineate  morbidity/mortality  reductions  traceable 
specifically  to  the  perioperative  surgical  home  equivalent 
versus  the  effect  of  near-ubiquitous  regional  anesthesia 
and  reduction  in  GETA  use.  Unfortunately,  we  were  also 
unable  to  track  proportions  of  complicated  patients  that 
were  elective  orthopedic  procedures  (e.g.,  TKA,  THA, 
with  full  surgical-home  equivalent  workup  2011-2014) 
versus  emergency  procedures  (e.g.,  hip/femur  fracture 
repair  with  no  elective  workup  and  health  status  optimi¬ 
zation).  Therefore,  we  are  unable  to  speculate  about  the 
trade-off  of  PNI  complications  with  the  advent  of  the 
new  block  team  (we  do  not  have  PNI  data  from  2006- 
2012  during  the  GETA-only  era)  in  exchange  for 
reduced  30-day  mortality  (as  we  are  unable  to  delineate 
reduced  mortality  as  being  from  GETA  avoidance  versus 
better  preoperative  selection  and  optimization),  but  we 
include  our  “before-after”  mortality  data  in  an  effort  to 
allow  other  research  teams  to  generate  hypotheses  and 
calculate  sample  sizes. 

Coinciding  30-day  orthopedic  mortality  data  after  THA  and  TKA 
from  institutional  data,  2006-2014  (Table  2).  From  2006- 
2010,  there  were  three  TKA  30-day  mortalities  (2006, 
2009,  2010)  and  three  (two  in  2008  and  one  in  2010) 
TEIA  30-day  mortalities.  There  were  no  TH/VTKA  30- 
day  mortalities  from  2011  through  2014  (P  =  0.014,  by 
Fisher’s  Exact  Test). 

Discussion 

The  complexities  of  forecasting  the  risk  of  PNI,  irrespec¬ 
tive  of  neurolocation  technique,  have  recently  been  pub¬ 
lished  (2015)  in  the  Second  Practice  Advisory  of  the 
American  Society  of  Regional  Anesthesia  and  Pain 
Medicine  [10].  For  common  PNB  techniques  entailing 
the  use  of  plain  local  anesthetics,  the  rates  of  PNI  after 
interscalene  brachial  plexus  block,  axillary  brachial 
plexus  block,  and  femoral  nerve  block  have  been 
reported  as  2.84%  (95%  Cl:  1.33-5.98%),  1.48%  (95% 
Cl:  0.52-4.11%),  and  0.34%  (95%  Cl:  0.04-2.81%), 
respectively,  based  on  detailed  review  of  prospective 
randomized  studies  to  date  as  of  2007  reported  by  Brull 
et  al.  (n  =  10,309)  [11].  in  a  single-institution  study 
(Fredrickson  and  Kilfoyle  [12])  of  1010  consecutive 
peripheral  nerve  blocks  with  plain  local  anesthetics, 
new,  all-cause,  neurological  symptoms  were  present  in 
56/690  blocks  (8.2%;  95%  Cl:  6.8-10.2%)  at  day  10, 
37/1010  (3.7%;  95%  Cl:  2.7-5.0%)  at  1  month,  and 
6/1010  (0.6%;  95%  Cl:  0.27-1.3%)  at  6  months  [12]. 
Most  symptoms  in  this  [12]  study  were  due  to  causes 
unrelated  to  the  block:  4  of  1010  were  ultimately  unre¬ 
lated  to  the  block,  but  for  the  other  2/1010  (0.2%),  attri¬ 
bution  to  the  block  could  not  be  ruled  out.  In  another 
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Figure  1  Reductions  in  institutional  orthopedics  morbidity  and  mortality  observed-to-expected  ratios  The  X-axis  rep¬ 
resents  the  timeline  of  2006-2014  orthopedics  cases  performed  at  the  VA  Pittsburgh  Health  System.  The  Y-axis  0:E 
ratio  represents  the  observed-to-expected  ratio  of  morbidity  (dotted  black  line)  and  mortality  (dashed  gray  line)  for 
tracked  cases  in  quarterly  VASQIP  reports  from  the  VA  Central  National  Surgery  Office  (see  text  for  details).  The 
“observed”  value  represents  actual  complications  observed  during  a  quarterly  audit  (at  VA  Pittsburgh),  which  is  com¬ 
pared  with  “expected”  complications  based  on  the  same  summed  quarterly  audit  of  all  VA  hospitals  nationwide.  The 
ratio  value  of  1  indicates  that  the  VA  Pittsburgh  morbidity/mortality  rates  match  those  of  national  trends  for  the  same 
time  period.  Less  than  1  indieates  the  VA  Pittsburgh  having  better  outcomes  than  those  of  national  trends  (a  ratio  of 
0.5  indicates  half  the  complication  rate  of  national).  Greater  than  1  indicates  the  VA  Pittsburgh  having  less  satisfac¬ 
tory  outcomes  than  those  in  national  trends  (a  ratio  of  2.0  indicates  twice  the  complication  rate  of  national).  The  time¬ 
line  arrows  at  the  top  of  the  graph  reflect  the  inauguration  of  the  perioperative  surgical  home  in  January  201 1 ,  the 
start  of  the  block  team  in  July  2011,  and  the  fully-staffed  daily  block  team  in  February  2012.  Note  that  all  complica¬ 
tions  recorded  are  irrespective  of  hospital  inpatient  status  (i.e.,  not  routed  through  the  perioperative  surgical  home 
equivalent,  such  as  hip  fracture  patients)  versus  outpatient  status  (outpatients  routed  through  the  surgical  home 
equivalent,  such  as  for  knee  or  hip  replacement).  Quarterly  data  are  annualized  for  ease  of  interpretation.  Based  on 
the  t-test,  the  before  versus  after  P  value  of  the  0:E  ratios  were  P  =  0.001  for  both  morbidity  and  mortality  (see  text 
for  details).  No  further  statistical  delineation  of  the  effects  of  the  surgical  home  versus  block  team  was  possible. 


study,  the  Australasian  Collaboration  (Barrington  et  al. 
[13])  cites  a  PNI  incidence  of  0.04%  and  a  95%  confi¬ 
dence  interval  of  0.08  to  1.1  per  1000  (0.008-0.11%); 
this  study  counted  each  block  in  the  denominator  (7156 
blocks  among  6069  patients).  Watts  and  Sharma  [14] 
reported  a  0.22%  PNI  incidence  (n  =  1065  consecutive 
blocks  over  a  12-month  period),  while  Laur  et  al.  [15] 
reported  a  0.32%  short-term  PNI  incidence  (n  =  4363, 
14  cases  over  a  15-month  period). 

We  took  a  deliberate  and  conservative  approach  by  (i) 
categorizing  positive  EMGs  with  questionable  involve¬ 
ment  of  the  needle  location  as  potentially  attributable  to 
the  block  (in  isolation  or  as  part  of  a  “double-crush” 
phenomenon)  and  (ii)  adding  three  cases  to  the  numera¬ 
tor  (i.e.,  patients  who  did  not  have  EMGs).  These  con¬ 
servative  tabulations  led  to  our  0.55%  risk  estimate  with 


a  95%  confidence  interval  of  0.27%  to  1 .08%.  We  are 
confident  based  on  this  detailed  review  of  1 830  patient- 
block  encounters  that  there  were  not  any  missed  com¬ 
plications,  with  the  exception  of  patient  relocation  or 
death  (<  1  %).  However,  of  the  seven  EMG-specific 
cases  in  the  numerator,  the  following  five  cases  are 
questionable  at  best  for  block-related  PNI:  POP-SPI, 
ISB,  HIP-PS,  LUM-SCI  knee,  and  LUM-SCI  ankle. 
Subtracting  these  five  cases  from  the  numerator,  along 
with  subtracting  the  theoretical  three  additional  numera¬ 
tor  cases  that  did  not  have  EMG,  yields  a  risk  incidence 
of  2/1830  (0.11%),  with  a  95%  Cl  of  0.03%-0.4%. 

A  frequent  complex  case  under  the  auspices  of  our 
teaching  institution’s  Acute  Pain  Medicine/Regional 
Anesthesia  service  is  elective  total  hip  arthroplasty  (THA, 
n  =  237  in  our  data  set).  In  literature  review,  the  risk  of 
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Table  2  Institutional  30-day  mortality  after  THA/TKA  from  2006  through  2014 


Year 

Ali  THA 

Aii  TKA 

Overaii 

30-day  mortaiities 

2006 

39 

45 

84 

1  (TKA) 

2007 

62 

81 

143 

2008 

57 

89 

146 

2  (THA) 

2009 

63 

91 

154 

1  (TKA) 

2010 

113 

194 

2  (THA  and  TKA) 

Total:  0.8%  30-day  mortaiity  2006-2010  (aii  GA) 

721 

6 

2011 

63 

84 

147 

2012 

87 

135 

222 

2013 

90 

110 

200 

2014 

76 

106 

182 

Total:  No  30-day  mortalities  in  751  cases,  P  =  0.014  by  Fisher’s  Exact  Test 


PNI  (from  all  causes,  not  just  those  related  to  nerve 
blocks)  from  hip  replacement  ranges  from  0.2%  to  8% 

[16] .  We  had  one  lumbar  plexus  PNI  case  traceable  to 
the  injection  site  (definite  HIP-LUM  patient  above),  and 
one  L4-S3  PNI  case  that  did  not  involve  the  gluteal 
musculature  on  EMG,  but  did  involve  the  long  head  of 
the  biceps  (possible  HIP-PS  patient  above  with  uncon¬ 
trolled  diabetes).  There  was  one  other  patient  with  post¬ 
operative  symptoms  (but  no  EMG)  that  were  deemed  to 
be  possibly  block  related.  There  were  also  19  THA 
patients  with  negative  EMGs  (n  =  4),  and  no  EMGs  but 
L2-S3  symptoms  (n  =  1 5)  not  traceable  to  the  block 
(based  on  surgical  notes  and/or  procedural  descrip¬ 
tions).  So  the  overall  THA  PNI  risk  in  our  teaching  insti¬ 
tution  was  9%  (22/237,  approximating  the  8%  range 
reported  by  Zappe  et  al.  [16]).  We  consider  our  findings 
to  be  in  a  generally  accepted  risk  range  for  rare  compli¬ 
cations  after  THA  with  proximal  peripheral  nerve  blocks 
(n  =  1-3  out  of  237,  0.4-1 .3%,  for  dual  blocks  of  the 
lumbar  and  parasacral  plexi). 

Lumbar  plexus  blocks  (in  combination  with  parasacral 
blocks  for  hip  surgery  or  in  combination  with  gluteal  sci¬ 
atic  blocks  for  lower  extremity  surgery  distal  to  the  hip) 
have  the  least  available  data  regarding  risk  epidemiol¬ 
ogy.  To  our  knowledge,  the  largest  series  reported  to 
date  entails  394  blocks  performed  in  France  during  a 
voluntary  hotline  data  collection  report  in  a  10-month 
period  from  1998-1999  (n  =  158,000  blocks;  lumbar 
plexus  block-related  major  complication  rate  of  0.8% 

[17] ).  Our  series  of  lumbar  plexus  blocks  for  surgical 
anesthesia  and/or  postoperative  analgesia  to  date  has 
since  well  surpassed  n  =  500  (July  201 1 -December 
2014,  n  =  494).  In  our  case  series  of  n  =  494  patients 
(through  December  2014)  having  undergone  lumbar 
plexus  block,  we  reiterate  from  above  that  13  patients 
had  EMGs  ordered  that  were  specifically  addressing 
postoperative  concerns  of  the  perioperative  nerve  block. 
Of  these  13  patients,  7  had  lumbar  plexus  blocks,  with 
4  being  for  hip  replacement  and  3  for  knee  replace¬ 
ment.  In  total,  only  one  of  the  seven  EMGs  had  plexus 
injury  traced  to  the  lumbar  plexus  needle  injection  site. 


This  was  for  hip  surgery  using  an  analgesic  block  with 
BPV-CBD. 

During  the  July  2011 -December  2014  time  period,  in 
addition  to  the  13  EMGs  above  that  were  ordered  citing 
concerns  with  the  perioperative  nerve  blocks,  there 
were  56  other  patients  with  EMGs  ordered  without  spe¬ 
cific  mention  of  nerve  block  concerns.  Of  these  56,  5 
patients  had  lumbar  plexus  blocks  and  none  of  these 
EMGs  showed  evidence  of  damage  in  proximity  to  the 
lumbar  plexus  site  of  injection  (with  one  of  these  cases, 
LUM-SCI  ankle,  having  a  possible  “unable  to  rule  out’’ 
status).  Therefore,  1/494  (0.2%;  95%  Cl:  0.04%-1.14%) 
of  our  patients  having  lumbar  plexus  blocks  had  definite 
PNI  evidence  per  EMG  at  the  site  of  injection. 

Our  overall  objective  of  presenting  these  benchmark  01 
outcome  data  is  to  narrow  down  the  scope  of  future 
research  hypotheses  involving  MMPNA.  Based  on  our 
institution’s  limited  sample  size  in  the  context  of  the 
world’s  literature,  we  do  not  detect  trends  of  PNI  specif¬ 
ically  traceable  to  the  use  of  MMPNA  in  our  institution 
when  compared  with  all  blocks  performed  worldwide 
using  plain  local  anesthetics.  As  a  Ql-driven  clinical 
activity,  there  are  restrictions  in  data  gathering  and  syn¬ 
thesis  that  forbid  identifying  preoperative/postoperative 
opioid  requirements  (e.g.,  related  to  possible  PNI  symp¬ 
tom  management)  and  other  factors  related  to  general 
health  status  (i.e.,  “trade-off”  of  one  set  of  possible 
complications  [from  peripheral  nerve  block])  for  another 
[from  GETAj).  None  of  our  observations  should  be  inter¬ 
preted  as  suggestive  for  future  (and  acknowledged  off- 
label)  clinical  practice.  Due  diligence  in  preclinical 
research  has  been  done  with  respect  to  known  neuro¬ 
nal  safety  {in  vitro  [1],  CBD  adjuvants)  and  more  recently 
with  respect  to  drug  compatibility  and  in  vivo  safety  in 
laboratory  animals  [2].  Previously  published  [3,4]  in  this 
journal  is  our  report  of  associated  block  durations  and 
rebound  pain  scores  observed  after  these  MMPNA 
blocks,  but  (as  a  clinical  pathway)  these  outcomes  were 
not  compared  with  a  plain  local  anesthetic  control 
group.  We  reiterate  that  in  the  absence  of  an  industry 


7 


Downloaded  from  http://painmedicine.oxfordjoumals.org/  by  guest  on  February  20,  2016 


Williams  et  al. 


sponsor,  suoh  research  (or  hypothesis  generation  for 
such  research)  would  either  occur  slowly  or  not  at  all. 
Perhaps  future  research  across  several  coordinated 
centers  may  help  better  delineate  risk  incidence  (while 
narrowing  the  95%  confidence  interval  by  increasing 
the  sample  size),  although  funding  for  such  research 
(i.e.,  involving  drugs  that  are  no  longer  patent-pro¬ 
tected,  and  not  involving  delineation  of  perineural 
mechanism  of  action)  may  not  necessarily  come  from 
conventional  sources  beyond  interinstitutional 
cooperation. 

Conclusions 

In  this  single-institution  Ql  data  review  involving  1830 
patient-block  encounters  entailing  over  2600  blocks 
with  multimodal  perineural  analgesia  for  either  surgical 
anesthesia  or  postoperative  analgesia,  our  patient-spe¬ 
cific  incidence  of  definite  PNI  was  0.11%  (2/1830). 
When  including  possible  PNI  cases  with  EMG  testing 
(n  =  5)  and  possible  PNI  cases  that  did  not  have  EMG 
testing  (n  =  3),  our  conservative  estimate  for  PNI  risk  is 
0.55%  (10/1830). 
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Preface 

This  Manual  of  Operating  Procedures  is  a  guide  for  study  staff  conducting  the  "4-drug  Nerve  Block  versus  Plain 
Local  Anesthetic  for  Knee  and  Hip  Arthroplasty  Analgesia  in  Veterans  Study"  and  is  a  supplement  to  the  study 
protocol  and  should  be  used  as  a  reference  for  the  day-to-day  conduct  of  the  study.  The  success  of  the  study 
depends  on  personnel  cooperation  and  adherence  to  standardized  procedures. 

The  MOP  contains  procedures  for  implementing:  the  study  protocol;  site  management,  recruitment  and 
randomization;  obtaining  informed  consent;  collecting  and  reporting  study  data;  and  safety  monitoring. 
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Introduction 

After  total  joint  replacement,  early  hospital  discharge  to  home  (with  patients  capable  of  continuing  a  home- 
based  rehabilitation  program)  is  a  cost-  effective  management  strategy.  This  project  will  use  improved  local 
anesthetic  nerve  block  techniques  to  enhance  technical  capability  and  clinical  practice  by  (i)  reducing  pain  and 
other  morbidities  during  recovery,  (ii)  improving  weight-bearing  achievement  during  in-hospital  physical 
therapy  to  allow  for  earlier  return  home,  and  (iii)  continued  rehabilitation  as  an  outpatient  at  home  when 
feasible  (versus  in  an  extended  care  facility).  The  primary  objective  is  to  evaluate  3-day  pain  (recovery)  and 
physical  therapy  (rehabilitation)  outcomes  based  on  bupivacaine  MultiModal  PeriNeural  Analgesia  (MMPNA) 
[i.e.,  bupivacaine-CBD  (clonidine-buprenorphine-dexamethasone)  versus  plain  bupivacaine  for  both  L2-4  (0.2- 
0.25%)  and  L4-S3  (0.1-0.125%)  blocks  for  joint  replacement  patients.  Additional  stratifications  with  regard  to 
the  blocks  are  age  and  diabetes.  We  currently  anticipate  20  knee  patients  and  20  hip  patients  assigned  to  the 
active  control  group  (bupivacaine  without  CBD)  and  80  knee  and  80  hip  patients  to  the  MMPNA  treatment 
(bupivacaine  with  CBD). 
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STUDY  TEAM  ROLES  AND  RESPONSIBILITIES 
Principal  investigator  (PI) 

The  PI  is  responsible  for  the  management  and  scientific  conduct  of  the  study  and  must  be  familiar  with  the 
FDA  guidance  for  Pis  (Appendix  1),  VHA  Handbook  1200.05  (Appendix  2),  local  VA  (IRB,  Information  Safety 
Office(r)  [ISO],  Privacy  Office(r)  [PO]),  Department  of  Defense  (DoD),  and  Pitt  IRB.  The  PI  or  their  designee  will 
be  responsible  for: 

•  Completing  all  required  training  of  researcher  in  the  VA; 

•  Ensuring  that  the  clinical  investigation  is  conducted  according  to  the  investigational  plan  and 
applicable  regulations; 

•  Being  available  to  answer  protocol  or  content-related  questions; 

•  Protecting  the  rights,  safety  and  welfare  of  participants  under  the  investigator's  care; 

•  Ensuring  required  trainings  are  completed  by  all  study  personnel; 

•  Delegating  tasks  to  appropriately  trained  staff  members,  documenting  on  delegation  log,  and 
providing  adequate  supervision  of  those  to  who  tasks  are  delegated; 

•  All  trial-related  medical  decisions  and  care; 

•  Routine  meetings  with  staff  to  review  trial  progress,  adverse  events,  protocol  deviations,  and  changes 
to  the  protocol  or  other  procedures; 

•  Procedure  for  the  timely  correction  and  documentation  of  problems  and/or  protocol  deviations; 

•  Procedure  for  ensuring  that  the  consent  process  is  being  conducted  in  accordance  with  21  CFR  Part  50 
(Appendix  3)  and  that  study  participants  understand  the  nature  of  their  participation  and  the  risks; 

•  Procedure  for  ensuring  that  source  data  are  accurate,  contemporaneous  and  original; 

•  Procedure  for  ensuring  that  information  in  source  documents  is  accurately  captured  on  the  case  report 
forms  (CRFs); 

•  Procedure  for  dealing  with  data  verification  processes  and  data  queries  and  discrepancies 

•  Determine  whether  Adverse  Events  (AEs)  and  Severe  Adverse  Events  (SAEs)  are  related  to  study 
medications; 

•  Evaluate  all  protocol  deviations  and  ensure  necessary  notifications  are  made; 

•  Procedures  for  ensuring  study  staff  comply  with  the  protocol  and  adverse  event  assessment  and 
reporting  requirements; 

•  Procedure  for  addressing  medical  and  ethical  issues  that  arise  during  the  course  of  the  study  in  a 
timely  manner; 

•  Making  the  final  decision  regarding  patient  study  participation; 

•  Administering  anesthesia/study  drug  to  patient;  and 

•  Completing  the  Surgical  Anesthesia  and  Recovery  Room  and  Surgical  Parameters  forms; 

•  Support  the  Study  Coordinator  (SC)  and  engage  with  colleagues  in  an  effort  to  identify  potential  study 
participants; 

•  Participate  in  all  required  audits. 

Co-Investigator  (Co-I) 

•  Function  same  as  PI  when  PI  is  not  available  (see  PI  description  above),  except  when  function  is 
outside  their  scope  of  practice;  and 
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•  Manage  aspects  of  the  study  relevant  to  their  areas  of  specialization. 

Study  Coordinator  (SC) 

The  SC  or  their  back-up  will  be  responsible  for: 

•  Identify  and  pre-screen  potential  participants  from  the  Orthopedic  Clinic  to  determine  if  they  meet 
eligibility  requirements; 

•  Provide  the  IMPACT  Clinic  Director  of  Medicine  and  Nurse  Manager  with  a  list  of  potential  study 
participants; 

•  Communicate  with  Pitt  PT  Staff  regarding  the  scheduling  of  potential  study  participants  for 
Screening/Baseline  visits; 

•  Explain  the  study  to  potential  participants  in  a  respectful,  responsive,  non-coercive  manner  in  plain 
English; 

•  Review  screening  information  with  the  PI/  Co-1  prior  to  participant  randomization; 

•  Conduct  informed  consent  process; 

•  Provide  the  Cumulative  Illness  Rating  Scale/Comorbidity  (CIRS)  to  the  IMPACT  Clinic  Director  of 
Medicine  once  informed  consent  has  been  signed  for  completion; 

•  Assign  each  potential  patient  with  a  Patient  Identification  Number  (PID)  after  signing  of  consent  and  a 
Study  Identification  Number  (SID)  at  patient  randomization; 

•  Provide  study  assignment  to  the  Investigational  Drug  Service  (IDS)  staff  using  the  Treatment  Allocation 
Request  Form  (Appendix  4)  (TARF)  along  with  a  copy  of  the  signed  Informed  Consent; 

•  Fax  copies  of  the  signed  Informed  Consent  Form  (ICF)  and  FIIPAA  Authorizations  to  the  VAPFIS 
Research  Compliance  Officer  (RCO)  within  24  hours  of  signature; 

•  Ensure  that  the  flagging  mechanism  (Research  Study  Alert)  is  in  the  participant's  medical  record  in 
Computerized  Patient  Record  System  (CPRS); 

•  Administer  study  questionnaires  (Appendix  5),  Monday  through  Friday,  as  outlined  in  the  study 
calendar  (Appendix  6)  prior  to  morning  physical  therapy  visit; 

•  Maintain  the  PID  and  SID  lists  on  a  daily  basis; 

•  Schedule  Exam  Room  for  Baseline  and  Week  6  study  visits; 

•  Communicate  with  study  and  Social  Work  staff  about  patient  discharge  as  outlined  in  the  NERVE 
BLOCK  Study  Participant  Post-Op  Week  2  Ortho  Clinic/Research  Visit  Social  Work  and  Transportation 
Communication  Procedure(Appendix  7); 

•  Schedule  study  participants  for  Weeks  2  and  6  follow-up  visits  as  outlined  in  the  NERVE  BLOCK  Study 
Participant  Post-Op  Weeks  2  AND  6  Ortho  Clinic/Research  Visit  Scheduling  Procedure(Appendix  8); 

•  Maintain  the  Nerve  Block  Calendar  in  Microsoft  Outlook  with  scheduled  patient  visits  and  related 
communication  as  outlined  in  the  Nerve  Block  Patient  Information  Communication  and  Study  Form 
Distribution  Procedures  (Appendix  9); 

•  Coordinate  with  the  Pitt  PT  Staff  to  ensure  that  all  study  related  Physical  Therapy  evaluations  are 
completed  on  the  Clinical  Exam  Form  (CEX); 

•  Remind  patient  of  upcoming  study  visits; 

•  Provide  primary  point  of  contact  for  all  participants  in  the  study; 

•  Ensure  all  study  records  are  complete  and  up-to-date,  including  the  participant's  study  binder,  consent 
forms,  REDCap,  Research  Notes  in  CPRS  and  source  documents; 
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•  Ensure  all  protocol  deviations  and  AE  reports  are  appropriately  documented; 

•  Enter  questionnaire  data  into  REDCap; 

•  Verify  data  entry  completed  by  Pitt  PTs; 

•  Maintain  appropriate  study  documents  in  Nerve  Block  Share  Drive; 

•  Share  responsibility  with  StatCore  for  the  development  and  maintenance  of  this  study  MOP. 

Backup:  Pitt  PTs  will  serve  as  backup  for  completing  the  questionnaires  during  planned  (scheduled)  SC 
absences.  The  Clinical  Trial  Center  (CTC)  staff  will  be  the  backup  for  questionnaire  administration  and  other 
coordination  activities  when  absences  are  unexpected.  New  recruitment  during  SC's  absence  will  be  done 
by  CTC  or  Pitt  PT  staff,  as  appropriate. 


Interdisciplinary  Medical  Preoperative  Assessment  Consultation  and  Treatment 
(IMPACT)  CLINIC 


•  sc  will  provide  the  IMPACT  Clinic  Medical  Director  and/or  Nurse  Manager  with  the  names  of  potential 
participants; 

•  Ask  the  potential  participant  if  s/he  is  interested  in  research  opportunities; 

•  Advise  the  potential  participant  that  there  is  a  research  study  for  which  s/he  may  qualify; 

•  Ask  the  potential  patient  if  a  member  of  the  study  team  may  initiate  contact  via  phone  to  discuss  the 
study; 

•  Provide  the  SC  with  the  names  of  interested  potential  participants; 

•  Complete  and  return  the  CIRS  to  the  SC  after  informed  consent  has  been  signed. 

Orthopedics 

•  Ask  the  potential  participant  if  s/he  is  interested  in  research  opportunities; 

•  Advise  the  potential  participant  that  there  is  a  research  study  for  which  s/he  may  qualify; 

•  Ask  if  a  member  of  the  study  team  may  initiate  contact  via  phone  to  discuss  the  study; 

•  Provide  the  SC  with  the  names  of  potential  participants;  and 

•  Dictate  2  week  and  6  week  follow-up  post-surgical  visit  dates. 

Investigational  Drug  Service  (IDS) 

•  Determine  which  of  the  treatment  assignment  number  (1-5)  corresponds  to  Control  (bupivacaine  only) 
versus  Active  (Bupivacaine  plus  CBD); 

•  Prepare  the  Nerve  Block  Preparation  Instructions  and  Accountability  form; 

•  Track  the  use  of  the  nerve  block  drug  mixing  kits; 

•  Prepare  and  maintain  control  of  Randomization  Envelope  (Nerve  Block  Preparation  Instructions  and 
Accountability  form  /Syringe  Labels/Return  Envelope)  (Appendix  10); 

•  Ensure  adequate  supplies  of  nerve  block  drug  components  are  stocked  in  the  automated  dispensing 
cabinet  and  refrigerator  (clonidine  syringe  only); 

•  Provide  Randomization  Envelope  containing  the  treatment  allocation  for  the  assigned  randomization 
number  to  the  Pl/Co-I  on  the  day  before  scheduled  surgery  (Friday  for  Monday  surgery); 

•  Retrieve  the  SEALED  return  envelope  containing  the  completed  Nerve  Block  Preparation  Instructions 
and  Accountability  form;  and 
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•  Verify  completion  of  the  form  by  the  mixer  and  the  treatment  assignment  noted  on  the  form 
corresponds  to  the  randomized  treatment  assignment  noted  on  the  Block  Assignment  sheet. 

Anesthesia  service 

Unblinded  Mixers  (MD  or  Certified  Registered  Nurse  Anesthetists  [CRNA]) 

•  Prepare  the  nerve  block  injection  syringes  based  on  the  Randomization  Envelope  assignment; 

•  Hand  the  mixture  off  to  a  study  team  anesthesiologist; 

•  Complete  the  drug  lot  and  expiration  date  on  the  Nerve  Block  Preparation  Instructions  and 
Accountability  Form;  and 

•  Make  available  to  the  PI  or  IDS  the  completed  SEALED  Randomization  Envelope. 

Anesthesiologists 

•  Receive  Randomization  Envelope  from  IDS; 

•  Assign  Mixer  to  prepare  nerve  block;  and 

•  Inject  drug  during  surgery. 

Physical  therapy  (PT) 

University  of  Pittsburgh  PT  Staff 

•  Complete  the  ENTIRE  Clinical  Exam  Form  (CEX)  form  at  the  Baseline  and  Week  6  follow-up  visits; 

•  Manage  study  visit  forms  by  retrieving  and  returning  the  CEX  form  during  daily  assessments  and 
treatments  from/to  locked  file  cabinet  located  in  the  second  floor  Physical  Therapy  office  as  described 
in  the  Nerve  Block  Patient  Information  Communication  and  Study  Form  Distribution  Procedures; 

•  Perform  standard  of  care  (SOC)  and  Research  treatment  interventions  during  designated  inpatient 
visits  (Monday  through  Friday:  Afternoon  visits;  Saturday  and  Sunday:  Morning  visits); 

•  Complete  and  record  designated  assessments  on  the  CEX  form  during  inpatient  visits; 

•  Ensure  CPRS  is  updated  after  each  completed  visit; 

•  Enter  data  into  REDCap  and  select  "Unverified"  for  form  status  when  PT  data  entry  is  complete; 

•  Conduct  informed  consent  process  when  SC  is  unavailable; 

•  Review  screening  information  with  the  Pl/Co-I  prior  to  participant  randomization; 

•  Administer  study  questionnaires  per  DoD  protocol  and  as  outlined  in  the  study  calendar  when  SC 
unavailable; 

•  Fax  copies  of  the  signed  Informed  Consent  Form  and  HIPAA  Authorizations  to  the  VAPHS  RCO  when  SC 
unavailable; 

•  Ensure  that  the  flagging  mechanism  is  in  the  participant's  medical  record  in  CPRS  (Research  Study 
Alert); 

•  Ensure  all  protocol  deviations,  AEs,  and  SAEs  are  communicated  to  SC  as  soon  as  possible  and  within 
IRB  regulations; 

•  Maintain  the  Nerve  Block  Calendar  in  Outlook  with  scheduled  patient  visits; 

•  Communicate  with  SC  about  patient  discharge; 

•  Communicate  any  missing  data  from  VA  PT  CEX  forms  to  VA  Rehab  Supervisor; 

•  Maintain  the  Physical  Therapy  Clinical  Examination  MOP  (Appendix  11). 

VA  PT  Staff 

•  Manage  study  visit  forms  by  retrieving  and  returning  the  CEX  form  during  daily  assessments  and 
treatments  from/to  locked  file  cabinet  located  in  the  second  floor  PT  office  as  described  in  the  Nerve 
Block  Patient  Information  Communication  and  Study  Form  Distribution  Procedures; 

•  Perform  SOC  treatment  interventions  during  designated  (Monday  through  Friday:  Afternoon  visits; 
Saturday  and  Sunday:  Morning  visits)  inpatient  visits; 
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•  Complete  and  record  designated  assessments  on  the  CEX  form  during  inpatient  visits;  and 

•  Ensure  CPRS  is  updated  after  each  completed  visit. 

Regulatory  specialist 

•  Serve  as  liaison  between  the  PI,  DOD,  IRB(s)  and  FDA; 

•  Update  Delegation  Log  to  reflect  personnel  changes; 

•  Maintain  Investigator  Site  File;  and 

•  Complete  all  IRB  and  FDA  submissions. 

Data  manager  and  Statistician 

•  Prepare  Data  Dictionary  (REDCap); 

•  Develop  and  maintain  CRFs; 

•  Verify  data  quality  and  validity; 

•  Manage,  back-up,  and  store  data; 

•  Share  responsibility  with  the  SC  for  the  development  and  maintenance  of  the  study  MOP; 

•  Compile  data  for  interim  and  final  analysis  and  eventual  dissemination  of  results  to  provider  meetings, 
professional  conferences  and  peer  reviewed  journals. 
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SITE  MANAGEMENT  PROCEDURES 
General  Protocol  Training 

Prior  to  starting  any  study  activities,  the  study  team  conducted  a  Site  Initiation  Visit  (SIV).  All  study  team 
members  were  invited  and  trained  on  the  protocol.  The  meeting  included:  protocol  review  and  detailed 
discussion  of  study  implementation;  MOP/study  procedures  review;  CRF  completion;  data  collection; 
investigational  product  distribution  and  handling;  safety  reporting;  clinical  monitoring;  good  clinical  practice; 
study  staff  responsibilities;  and  record  retention.  The  SC  created  a  PowerPoint  presentation  for  use  during  the 
session.  Any  team  member  who  was  unable  to  attend  was  emailed  the  slides  for  their  review  and 
documentation  of  study  training.  Additional  training  will  be  provided  as  needed. 

Protocol  Amendment  Training 

Each  time  a  substantial  amendment  is  submitted  and  IRB  approved,  the  SC  will  create  an  updated  presentation 
detailing  relevant  protocol  changes.  These  training  slides  will  be  emailed  to  the  study  team  for  review  and 
acknowledgement.  For  each  completed  training  session,  study  staff  training  will  be  documented  on  the  site 
training  log  which  will  be  kept  in  the  Regulatory  Binder. 

Human  Participants  Training 

All  members  of  the  research  team  listed  on  the  IRB  application  as  non-exempt  staff  will  be  required  to 
complete  human  participant  research  training  prior  to  starting  study  activities  and  every  three  years  while 
participating  in  this  research  study.  Fluman  participant  training  certificates  will  be  maintained  in  the 
Regulatory  Binder. 

Training  Assignments 

o  REDCap  training  for  all  data  entry  personnel  done  by  StatCore 
o  VA  PT  training  Pitt  PT  on  CPRS  entries  and  VA  PT  protocols 

o  Research  Office  administration  to  oversee  and  verify  necessary  VA  online  (TMS)  and  Fluman 
Subjects/Good  Clinical  Practice  (CITI)  trainings  for  all  study  staff, 
o  CTC  backup  staff  for  research  protocol  training  done  by  SC 
o  Questionnaire  training  done  with  Pitt  PTs  by  SC 
o  Anesthesiologist/Mixer  training  done  by  PI  and/or  by  IDS  pharmacist 
o  Pitt  PT  to  train  VA  PT  staff  on  the  CEX 
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PROTOCOL  PROCEDURES 
Overview 

Multimodal  systemic  analgesia  (oral  and  intravenous,  with  mechanisms  involving  those  other  than  nerve  block 
analgesia)  will  be  standardized  and  provided  for  all  patients  consistent  with  our  routine  clinical  practice. 
Patients  undergoing  primary  hip  or  knee  replacement  surgeries  will  be  randomly  assigned  to  one  of  two  single¬ 
injection  nerve  block  drug  treatments:  Plain  bupivacaine  ("active  control")  or  MMPNA.  The  bupivacaine  dose 
will  be  based  on  the  patient's  diabetic  status  as  determined  during  the  patient's  SOC  screening  for  surgery. 

Arm  1 

Patients  in  the  plain  bupivacaine  group  ("Active  Control")  will  receive  L2-L4  and  L4-S3  nerve  blocks  plus 
standardized  spinal  anesthetic 

Arm  2 

Patients  in  the  MMPNA  group  will  receive  bupivacaine-clonidine-buprenorphine-dexamethasone  (Bupivacaine- 
CBD)  plus  standardized  spinal  anesthetic 

Fixed  dosing  scheme  for  L2-L4  block 

Diabetics  will  receive  one  20  ml  syringe  that  will  contain  8  ml  0.5%  bupivacaine  and  either  12  ml  Preservative 
Free  Normal  Saline  (PFNS)  or  10.65  ml  PFNS  plus  300mcg/lml  buprenorphine,  25  mcg/0.25mL  clonidine,  and 
Img/O.lmL  preservative-free  dexamethasone  sodium  phosphate.  The  net  concentration  of  bupivacaine  will  be 


0.2%. 


Non-diabetics  will  receive  one  20  ml  syringe  that  will  contain  10  ml  0.5%  bupivacaine  with  either  10  ml  PFNS 
or  8.65  ml  PFNS  plus  300mcg/lmL  buprenorphine,  25  mcg/0.25mL  clonidine,  and  Img/O.lmL  preservative- 
free  dexamethasone  sodium  phosphate.  The  net  concentration  of  bupivacaine  will  be  0.25%. 

Fixed  dosing  scheme  for  L4-S3  block 

Irrespective  of  diabetes,  patients  will  receive  4  mL  0.25%  bupivacaine,  plus  14.65  or  16  mL  PFNS.  If  only  14.65 
mL  PFNS,  then  also  300mcg/lml  buprenorphine,  and  25  mcg/0.25mL  clonidine,  and  Img/O.lmL  preservative- 
free  dexamethasone  sodium  phosphate.  The  net  concentration  of  bupivacaine  will  be  0.1%. 

Protocol  for  All  Participants 

All  patients  will  receive  a  standardized  bupivacaine  spinal  anesthetic,  consistent  with  current  institutional 
practice.  All  patients  will  receive  pre-medications  for  the  prevention  of  pain,  nausea,  vomiting,  and 
gastroesophageal  reflux,  consistent  with  current  institutional  practice.  All  patients  will  receive  intravenous 
hydration,  intravenous  antiemetics,  and  intravenous  blood  pressure  support  (e.g.,  intravenous  phenylephrine 
bolus/infusion)  consistent  with  our  current  institutional  practice.  The  need  for  intraoperative  blood  transfusion 
will  occur  based  on  current  institutional  practice  and  collaborative  decision-making  between  the  surgical  and 
anesthesia  teams,  consistent  with  current  institutional  practice.  Participant  involvement  in  this  study  will  be 
approximately  3  to  4  months  after  signing  Informed  Consent. 
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Procedures  for  Obtaining  Consent  and  Screening 

Recruitment  and  Pre-Screening  Plan 

The  HIPAA  Waiver  obtained  by  the  Regulatory  Specialist  and  approved  by  the  VAPHS  IRB  allows  the  Study  Staff 
to  access  and  use  patient  medical  record  information  for  pre-screening  purposes.  The  study  team  (typically  the 
SC)  will  prescreen  the  medical  records  of  patients  scheduled  to  be  seen  in  the  orthopedic  clinic  via  CPRS  record 
review.  When  the  SC  finds  a  potentially  eligible  patient,  the  SC  will  advise  a  member  of  the  patient's  clinical 
care  team,  specifically  a  member  of  the  orthopedics/surgical  team  or  IMPACT  clinic  team.  The  patient  will  then 
be  approached  by  a  member  of  their  clinical  care  team  to  see  if  they  are  interested  in  participating  in  research 
opportunities.  If  the  patient  expresses  interest,  the  study  team  will  be  notified  via  a  phone  call  or  encrypted 
email. 

Once  notified,  the  study  team  will  either  provide  the  potential  participant  with  the  ICF  to  take  home  or  send  it 
to  them  via  US  Mail  (Appendix  12)  in  order  to  give  them  time  to  review  on  their  own  or  with  family/friends. 

The  study  team  will  let  the  patient  know  that  s/he  can  call  at  any  time  with  questions  to  help  aid  in  the 
decision,  and  that  the  study  team  will  be  calling  the  patient  in  a  few  days  after  s/he  has  had  time  to  review  the 
ICF,  and/or  to  declare  interest  and/or  ask  questions.  Additional  information  about  the  study  may  be  provided 
to  the  patient  but  no  substantive  addition,  deletion  or  modification  of  the  approved  ICF  is  permitted. 

If  the  patient  is  interested,  the  study  team  will  schedule  the  potential  participant  for  their  Screening/Baseline 
visit,  at  which  time  ICF  completion  will  occur. 

If  the  patient  is  scheduled  for  an  eConsult  IMPACT  clinic  visit,  the  study  team  will  schedule  the  potential 
participant  to  come  in  for  a  research  only  Screening/Baseline  visit.  If  the  potential  participant  is  already 
scheduled  for  a  face-to-face  IMPACT  clinic  visit,  the  study  team  will  ask  the  patient  if  they  wish  to  complete  the 
Screening/Baseline  visit  on  the  same  day  or  if  they  would  prefer  to  schedule  a  separate  visit,  as  the  Screening 
Baseline  visit  is  expected  to  take  approximately  three  (3)  hours.  When  scheduling  for  this  visit.  Study  Staff  will 
advise  the  potential  participant  to  wear  comfortable  clothing  and  shoes,  bring  their  glasses  and  wear  their 
hearing  aids,  if  necessary. 

The  consent  process  will  occur  either  in  an  empty  room,  or,  if  necessary,  in  an  exam  room  where  a  curtain  will 
be  drawn  and  the  discussion  will  be  kept  quiet  to  ensure  patient  confidentiality.  Once  the  consent  is  signed, 
one  of  the  physician-investigators  will  make  the  final  determination  of  eligibility  of  potential  participants.  A 
potential  participant  can  sign  the  consent  form  but  the  potential  participant  may  be  declared  ineligible  after 
physician  review. 

Informed  consent  requires  that  the  participant  understands  the  details  of  the  study  and  agrees,  without 
coercion,  to  participate.  In  conjunction  with  the  ICF,  the  potential  participant  will  be  asked  to  review  and  sign 
the  Authorization  for  Use  and  Release  of  Individually  Identifiable  Flealth  Information  Collected  for  VFIA 
Research  Form  as  required  by  FIIPAA. 

The  most  current  approved  version  of  the  ICF  will  be  available  on  the  CTC-approved  shared  drive  and  will  be 
updated  every  time  a  new  version  is  approved.  When  obtaining  consent,  the  header  of  each  page  must  include 
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the  participant's  name,  the  date  the  ICF  was  signed,  both  the  participant's  and  the  Study  Staff's  printed  name 
and  signature  as  well  as  the  time  signed.  If  the  patient  chooses  not  to  sign  consent,  no  research  procedures 
will  be  completed. 

Once  the  consent  is  signed,  copies  are  distributed  as  follows: 


o  Original  to  SC  for  placement  in  patient's  study  binder 
o  Copy  to  patient 

o  Copy  to  VAPHS  RCO  either  by  fax  (22-1569)  or  by  interoffice  mail  using  a  VHA  Internal  Privacy 
Act/HIPAA  envelope  to  Research  Compliance  131-A 
o  Copy  from  SC  to  IDS  with  TARF  (paper  copy) 


The  flowchart  of  the  process  "From  Prescreening  to  Obtaining  Informed  Consent"  is  located  in  Appendix  13. 
Screening  Using  CPRS  Notes 

The  participant's  CPRS  chart  must  be  updated  after  each  research  study  visit  after  the  patient  has  signed 
consent.  Notes  will  be  entered  using  established  templates  (Appendix  14),  as  follows: 

•  Screening/Baseline  Visit 

o  Research  Study  Alert 
o  Research  Initial  Consent  Note 
o  Research  Note 

•  All  other  research  study  visits 

o  Research  Note 

Every  attempt  will  be  made  to  schedule  the  Screening  and  Baseline  Visits  on  the  same  day.  Should  these  Visits 
be  conducted  on  separate  days,  the  Research  Study  Alert  and  Research  Initial  Consent  Notes  need  only  be 
entered  at  the  Screening  Visit. 

Patient  ID  Assignment  at  Time  of  Signed  Consent 

The  SC  will  assign  each  potential  participant  a  Patient  ID  number  (PID  -  [NBxxx])  at  the  time  of  signed  consent 
in  order  to  track  all  consented  patients  regardless  of  eligibility.  If  deemed  eligible,  participants  are  assigned  a 
Study  ID  (SID)  number  which  corresponds  with  their  Randomization  Envelope.  Participant  charts  will  be 
identified  by  SID  number. 

Procedures  for  Screening 
Inclusion/Exclusion  Criteria 
Inclusion  Criteria 

Subjects  must  meet  all  of  the  following  inclusion  criteria  to  be  eligible  for  participation  in  this  study. 

1.  Age  between  18  and  85,  and  undergoing  a  total  knee  or  hip  replacement. 

2.  Fluent  in  English,  decision  competent,  willing  and  able  to  provide  written  informed  consent,  and  able  to 
complete  the  study's  schedule  of  assessments. 

3.  Able  to  walk  >3m  without  an  assisting  device. 
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4.  Have  a  BMI  <  40  kg/m2. 

Exclusion  Criteria 

Subjects  who  meet  any  of  the  following  exclusion  criteria  will  not  be  enrolled  in  this  study. 

1.  Current  participation  in  another  orthopedic/PT/rehab/anesthesiology  interventional  clinical  trial. 

2.  Are  at  significant  behavioral  risks  or  have  refractory  major  psychiatric  disorders. 

3.  Revision  surgery  on  the  same  extremity. 

4.  Have  an  ASA  Physical  Status  classification  of  4  or  higher. 

5.  Have  been  diagnosed  with  clinically  significant  neuropathy  with  its  origins  in  either  diabetes  or  other  causes; 
have  neuromuscular  disease  that  would  influence  data  collection. 

6.  Have  a  surgically-fused  lumbar  spine,  or  a  spinal  cord  simulator,  or  other  condition  that  would 
contraindicate  or  prohibit  the  conduct  of  spinal  anesthesia. 

7.  At  significant  risk  for  postoperative  substance  abuse,  or  immediate-postoperative  substance  abuse 
withdrawal  symptoms  (alcohol,  cocaine,  enrolled  in  methadone  or  buprenorphine  opioid  withdrawal 
programs,  etc.) 

8.  Are  undergoing  TKA/THA  for  a  tumor. 

9.  Have  contraindications  (e.g.,  anaphylaxis)  to  any  of  the  study  drugs. 

10.  Have  a  systemic  fungal  infection. 

11.  Have  a  known  hypersensitivity  to  bupivacaine  hydrochloride  or  to  any  local  anesthetic  of  the  amide-type  or 
to  other  components  of  bupivacaine  hydrochloride  solutions. 

12.  Have  a  known  or  suspected  buprenorphine  hypersensitivity  (not  including  nausea  and/or  vomiting). 

13.  Have  a  Gl  obstruction. 

14.  Have  paralytic  ileus. 

15.  Pregnant  women 

Pregnancy  is  an  exclusion  criterion  for  surgery  and  a  pregnancy  test  will  be  done  by  the  clinical  team  on  the 
day  of  surgery  in  appropriate  participants.  The  Research  team  will  confirm  that  the  pregnancy  test  has  been 
done  (where  applicable). 

Study  ID  Assignment  and  Randomization 

Original  block  assignments 

Pre-established  unique  study  IDs  (SIDs)  will  be  assigned  as  participants  are  deemed  eligible  and  randomized. 
SIDs  were  created  with  up  to  four  replacements  per  block,  where  block  assignment  is  based  upon  surgery 
location,  diabetes  status,  and  age.  Meaning  that  in  the  event  that  a  block-assigned  participant  cannot 
complete  the  protocol  after  the  SID  has  been  assigned,  additional  SIDs  have  been  created  to  allow  4 
replacement  block-specific  SIDs.  Files  that  list  SIDs  are  available  in  the  study's  shared  drive 
at  \\r04pthnas21.v04.med.va.gov\PTH  Groups\Nerve  Block  Studv\.  A  hard  copy  of  the  assigned  and  available 
SIDs  will  be  updated  and  maintained  by  the  SC  in  a  recruitment  binder. 

The  flowchart  related  to  the  process  "From  Consented  to  Enrolled"  is  located  in  Appendix  13. 
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SIDs  were  created  using  an  8-digit  number  system  consisting  of  the  following: 


Section 

Values 

Surgery  Type 

1  =  TKA,  2  =  THA 

Diabetes  presence 

0  =  Absent,  1  =  Present 

Age  classification 

6  =  <69yo,  7  =  >69yo 

Drug  assignment 

1  through  5 

4  digit  enrollment  # 

1001  through  9999 
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For  example,  the  first  subject  that  is  getting  TKA,  diabetes  is  absent,  and  is  aged  <  69  has  received  the  Subject 
ID  10651001.  This  scheme  creates  the  following  block  assignment  sections,  as  follows: 


Subject  characteristics 

First  3  values  of  Participant  ID 

Total  knee  replacement.  Diabetes  absent,  aged  <  69 

106 

Total  knee  replacement.  Diabetes  absent,  aged  >  69 

107 

Total  knee  replacement.  Diabetes  present,  aged  <  69 

116 

Total  knee  replacement.  Diabetes  present,  aged  >  69 

117 

Total  hip  replacement.  Diabetes  absent,  aged  <  69 

206 

Total  hip  replacement.  Diabetes  absent,  aged  >  69 

207 

Total  hip  replacement.  Diabetes  present,  aged  <  69 

216 

Total  hip  replacement.  Diabetes  present,  aged  >  69 

217 

Procedures  for  randomization  and  SID  assignment 

•  Prior  to  the  DOS,  the  SC  will  submit  a  Treatment  Allocation  Request  Form  (TARF)  to  the  IDS 
Pharmacist,  along  with  a  copy  of  the  signed  ICF 

•  The  TARF  will  indicate  the  subject's  criteria: 
o  Age:  <69  or  >69  years 

o  Type  of  procedure:  total  knee  replacement  or  total  hip  replacement 
o  Diabetes  status:  present  or  absent 

•  Based  on  the  criteria,  the  IDS  Pharmacist  will  provide  the  next  available  Randomization  Envelope 
which  corresponds  with  their  SID  number. 

Replacement  Block  Assignments 

Study  drug  assignment  and  subject  numbering  will  occur  in  sequential  order  that  is  described  in  the  Block 
Assignment  and  Subject  Numbering  schedule  under  the  Original  heading.  This  schedule  consists  of  eight 
sections  that  cover  the  subjects  procedure  (TKA  or  TFIA),  diabetes  presence  (present  or  absent),  and  age  (69  or 
younger,  older  than  69).  For  example,  in  Total  Knee  Replacement,  Diabetes  Absent,  aged  <=  69,  the  first 
subject  will  receive  number  10651001  and  block  1  drug  #5,  the  second  subject  will  receive  number  10641002 
and  drug  #4,  and  so  forth.  This  will  proceed  sequentially  until  all  planned  drug  and  numbering  assignments  are 
completed.  The  subjects  will  be  tracked  until  study  completion.  If  a  subject  does  not  complete  the  study,  their 
drug  assignment  will  be  replaced  with  a  corresponding  drug  assignment  and  new  subject  number  from 
Replacement  #1  schedule;  if  the  replacement  subject  fails  to  complete  the  next  subject  will  receive  the 
corresponding  drug  assignment  and  subject  number  from  Replacement  #2  schedule,  and  so  forth. 
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Randomization  Envelope  Handoff 

•  Distribution  will  occur  on  the  day  prior  to  Day  of  Surgery  (DOS)  or  on  Friday  for  Monday  surgeries 

•  IDS  gives  Randomization  Envelope  to  Pl/Co-I  one  day  prior  to  DOS 

•  Pl/Co-I  gives  Randomization  Envelope  to  Anesthesia  Mixer  on  DOS 

•  Anesthesia  Mixer  will  open  the  randomization  envelope  to  retrieve  the  form  indicating  the  treatment 
assignment  and  document  preparation  and  accountability  on  DOS 

•  The  Mixer  will  place  the  randomization  envelope  and  completed  preparation  and  accountability  form 
in  a  provided  return  envelope  that  will  be  sealed  and  returned  to  IDS  for  safe-keeping. 

The  process  flowchart  "From  Enrolled  to  Randomization  Envelope  Flandoff"  is  located  in  Appendix  13. 

The  process  flowchart  "From  Randomization  Envelope  Flandoff  to  Anesthesia  Preparation"  is  located  in 
Appendix  13. 

Participant  Status  Terminology 

Participants  going  through  study  visits  will  be  classified  and  reported  on  by  the  following  study  status  terms. 
Screened:  Completion  of  all  screening  processes  to  determine  eligibility. 

Consented/Enrolled:  Prior  to  any  study  activities  and  may  occur  before  or  at  the  Screening/Baseline  visit,  and 
is  concurrent  with  both  enrollment  and  assignment  of  the  Participant  ID  (PID)  number.  Once  they  have 
consented  they  are  considered  enrolled. 

Screen  failure:  Determined  at  Screening/Baseline  visit  and  based  on  presence  of  exclusion  criteria  and/or 
physician  judgement 

Eligible:  Determined  as  eligible  after  review  of  inclusion/exclusion  criteria  during  screening  process 
Randomized:  Occurs  after  deemed  eligible  and  when  SC  assigns  SID.  SID  functions  as  randomization 
assignment. 

Active  in  follow-up:  Any  participant  active  in  study  after  surgery. 

Completed:  Completion  of  week  6  follow-up  visit 

Early  Termination:  Occurs  after  the  participant  has  been  enrolled  and  is  initiated  by  either  the  Pl/Co-I  or 
participant 

Withdrew  consent:  Occurs  any  time  after  the  patient  has  been  consented  and  has  decided  not  to  further 
participate  in  the  study 

Lost  to  follow-up:  Any  participant  who  has  become  unreachable  during  the  follow-up  period  of  the  study  (Post 
Op  Day  through  Week  6  Visit).  Study  Staff  is  to  make  3  attempts  to  contact  patient  over  3  weeks  after  their 
last  missed  visit. 

STUDY  VISIT  MATERIALS  AND  ACTIVITIES 

Screening  Visit  Assessments 

•  Consent  Verification  (CONS) 

•  Eligibility  (EL) 

•  Demographics  (DEMO) 
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Baseline  Visit  Assessments 

•  Western  Ontario  &  McMaster  Universities  Osteoarthritis  Index  (WOMAC) 

•  Short-Form  McGill  Pain  Questionnaire  2  (SFMPQ2) 

•  Defense  and  Veterans  Pain  Rating  Scale  (DVPRS) 

•  Opioid-Related  Symptom  Distress  Scale  (ORSDS) 

•  Quality  of  Recovery  (QOR15) 

•  SF-36  Flealth  Survey  Version  2  (SF36V2) 

•  Cumulative  Illness  Rating  Scale/Comorbidity  (CIRS) 

•  Falls -Pre 

•  Clinical  Exam  Form  (CEX)  -  Complete 

o  Straight  Leg  Raise 
o  Range  of  Motion  (ROM) 
o  Sensation/Light  Touch 

o  Functional  Independence  Measure  (FIM)  for  Transfers,  Locomotion,  and  Stairs 
o  Standing  Balance  Tests 
o  Gait  Speed 

o  Repeated  Chair  Stand  Test 
o  Stair  Climbing  Test 
o  Single-Leg  Balance  Test 

Day  of  Surgery  Assessments  and  Forms 

Prior  to  Surgery 

•  SF-8  Flealth  Survey  24  Flour  Recall  Version  (SF8) 

•  SFMPQ2 

•  DVPRS 

Post-Surgery/Recovery 

•  SFMPQ2 

•  DVPRS 

Surgery  Information  Forms 

•  Surgical  Parameters 

•  Surgical  Anesthesia  and  Recovery  Room 

Post  Op  Day  1  Assessments 

Prior  to  Morning  PT  Session 

•  SFMPQ2 

•  SF8 

•  QOR15 

•  ORSDS 

•  Defense  and  Veterans  Pain  Rating  Scale  -  In  Flospital  (DVPRS  -  IFI) 
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Morning  and  Afternoon  PT  Sessions 

•  CEX- Selected  Sections 

o  Straight  Leg  Raise 
o  Range  of  Motion  (ROM) 
o  Sensation/Light  Touch 
o  FIM  for  Transfers,  Locomotion,  and  Stairs 
o  Standing  Balance  Tests 
o  Gait  Speed 
o  Therapeutic  Exercise 
o  Pain  Assessment 

Post  Op  Day  2  Assessments 

Prior  to  Morning  PT  Session 

•  SFMPQ2 

•  SF8 

•  QOR15 

•  ORSDS 

•  DVPRS-IH 

Morning  and  Afternoon  PT  Sessions 

•  CEX  -  Selected  Sections 


o 

Straight  Leg  Raise 

o 

Range  of  Motion  (ROM) 

o 

Sensation/Light  Touch 

o 

FIM  for  Transfers,  Locomotion,  and  Stairs 

o 

Standing  Balance  Tests 

o 

Gait  Speed 

o 

Repeated  Chair  Stand  Test 

o 

Therapeutic  Exercise 

o 

Pain  Assessment 

Assessments  for  Post  Op  Day  3  to  Day  of  Discharge 
Prior  to  Morning  PT  Session 

•  SFMPQ2 

•  SF8 

•  QOR15 

•  ORSDS 

•  DVPRS-IH 

Morning  and  Afternoon  PT  Sessions 

•  CEX  -  Selected  Sections 

o  Straight  Leg  Raise 
o  Range  of  Motion  (ROM) 
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o  Sensation/Light  Touch 
o  FIM  for  Transfers,  Locomotion,  and  Stairs 
o  Standing  Balance  Tests 
o  Gait  Speed 

o  Repeated  Chair  Stand  Test 
o  Therapeutic  Exercise 
o  Pain  Assessment 


Week  2  Visit  Assessments 

•  DVPRS 

•  SF8 

Week  6  Visit  Assessments 

•  WOMAC 

•  SFMPQ2 

•  DVPRS 

•  SF36V2 

•  CEX- Complete 

•  Falls -Post 

•  Interim  Changes  in  Signs  &  Symptoms  (ICFIG) 

•  Discharge  Disposition  &  Rehabilitation  (DCR) 

Concomitant  medications  (Con  Meds),  SAEs  and  AEs  logs  are  collected  at  every  visit  after  screening.  Data  will 
be  collected  on  paper  (source  document)  during  each  visit  and  entered  into  the  REDCap  electronic  database 
after  visit  completion.  For  additional  details  about  the  EDC  process,  go  to  the  section  entitled  "Data  Collection 
Procedures." 
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GOOD  CLINICAL  PRACTICES 

This  trial  will  be  conducted  in  compliance  with  Good  Clinical  Practice  (GCP)  regulations.  The  intent  of  these 
regulations  is  to  safeguard  subjects'  welfare  and  assure  the  validity  of  data  resulting  from  the  clinical  research. 

Investigator  Site  File 

The  regulatory  coordinator  for  the  study  will  be  responsible  for  maintaining  all  investigator  site  files  and 
preparing  them  for  monitoring  visits  and  audits  and  making  it  readily  available  to  all  study  personnel.  The 
binder  will  be  updated  throughout  the  course  of  the  trial.  The  investigator  site  file  will  be  kept  in  a  secure 
environment. 

Subject  Study  Binder 

GCP  requires  that  sites  keep  adequate  and  accurate  case  histories  for  study  subjects.  To  comply  with  this 
requirement,  the  SC  will  be  responsible  for  establishing  and  maintaining  a  Subject  Study  Binder  for  each  study 
participant.  The  Subject  Study  Binder  consists  of  all  documents  related  to  a  specific  individual's  participation  in 
the  trial.  This  file  will  hold  the  original  signed  ICF,  CRFs  and  source  documents  generated  during  the  course  of 
the  trial. 

Source  Documentation 

Source  documentation  must  be  maintained  to  ensure  integrity  of  the  study  data.  Source  documentation  is 
defined  as  the  original  initial  recording  of  the  study  information.  The  Subject  Study  Binder  will  contain  the 
source  documents  for  the  data  recorded  on  the  case  report  forms  (CRF)  and  CPRS  chart  notes.  This  practice 
helps  ensure  compliance  with  the  requirement  that  supporting  documents  be  readily  identifiable  and 
accessible. 

Interactions  with  IRB  and  Research  and  Development  (R&D)  Committee 

This  study  is  utilizing  the  VAPFIS  IRB  and  the  University  of  Pittsburgh  IRB.  It  is  the  regulatory  coordinator's 
responsibility  to  ensure  that  the  protocol  is  approved  by  both  IRBs  and  the  local  VA  R&D  committee.  The  VA 
Assistant  Chief  of  Staff  (ACOS)  for  R&D  is  responsible  for  notifying  the  investigator  when  a  research  project  can 
be  initiated.  This  notification  occurs  only  after  the  research  project  has  been  approved  by  all  applicable  R&D 
Committee  subcommittees  and  after  the  R&D  subcommittee's  notifications  of  approval  have  been  approved 
by  the  R&D  Committee. 

Archiving  Study  Records 

All  research  records  will  be  maintained  in  accordance  with  the  Veterans  Flealth  Administration  (VFIA)  Records 
Control  Schedule.  Paper  records  will  be  disposed  of  using  methods  deemed  appropriate  by  the  VAPFIS  PO,  and 
all  electronic  data  will  be  sanitized  using  methods  rendered  appropriate  by  the  VAPFIS  ISO. 
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STUDY  MONITORING  AND  REPORTING 

Pitt  Education  and  Compliance  Office  for  Human  Subject  Research 

The  University  of  Pittsburgh's  Education  and  Compliance  Office  for  Human  Subject  Research  (ECO-HSR)  will 
monitor  this  research  study.  A  study  team  member  will  contact  the  ECO-HSR  staff  whenever  the  first  subject  is 
scheduled  and  then  initiate  enrollment  updates  on  at  least  a  monthly  basis. 

The  ECO-HSR  staff  will  schedule  an  interim  monitoring  visit  after  the  first  enrolled  subject  undergoes  the 
surgery  and  postoperative  hospital  stay  associated  with  the  study.  All  acknowledge  that  there  may  be  more 
than  one  study  patient  undergoing  surgery  on  a  given  day,  so  there  may  be  more  than  one  enrolled  subject 
having  completed  surgery  and  the  hospital  stay  by  the  time  the  ECO-HSR  staff  makes  its  interim  monitoring 
visit.  The  frequency  for  subsequent  interim  monitoring  visits  will  be  based  on  factors  such  as  enrollment, 
significant  changes  in  study  design  or  status,  notable  adverse  or  reportable  events,  etc. 

For  each  monitoring  visit  the  ECO-HSR  staff  will  email  the  study  team  to  confirm  a  visit  date  and  provide  a  visit 
agenda.  A  study  team  member  will  be  available  on  the  day  of  the  visit  to  facilitate  monitoring  activities.  An  exit 
interview  to  review  monitoring  visit  findings  will  be  conducted  as  warranted  with  the  investigator  after  the 
completion  of  a  monitoring  visit. 

The  ECO-HSR  staff  will  review,  as  applicable,  the  original  source  documents  for  at  least  20%  of  enrolled 
subjects  at  each  visit  to  ensure  adherence  to  the  FDA  protocol  and  the  evaluation,  follow-up,  and  reporting  of 
adverse  events.  The  VAPHS  RCO  will  audit  100%  of  VA  informed  consents  per  VAPHS  policy.  ECO-HSR  review  of 
consent  documents  will  be  limited  in  scope  and  may  include  those  associated  with  subject  records  reviewed 
for  the  purpose  of  the  monitoring  visit  or  others  as  deemed  necessary. 

The  regulatory  file  will  be  reviewed  at  each  interim  monitoring  visit,  as  time  permits. 

The  ECO-HSR  staff  will  generate  a  monitoring  visit  report.  Action  items  resulting  from  the  visit  will  be  identified 
in  the  report  and  assigned  to  a  member  of  the  study  team.  The  ECO-HSR  staff  will  verify  completion  of  the 
action  items. 

Monitoring  visit  reports,  reportable  events  associated  with  the  visit,  and/or  any  other  applicable  documents 
will  be  reviewed  by  the  Compliance  Activity  Review  Subcommittee  (CARS).  The  CARS  is  comprised  of  the 
following  University  of  Pittsburgh  representatives:  IRB  Chair,  IRB  Regulatory  Affairs  Specialist,  03IS  Director, 
ECO-HSR  Director,  ECO-HSR  Medical  Monitor,  and  ECO-HSR  Staff.  The  CARS  will  determine  whether  issues 
warrant  review  by  the  IRB  Executive  Committee. 

VAPHS  Research  Compliance  Officer 

The  VAPHS  Research  Compliance  Officer  (RCO)  will  conduct  triennial  audits  during  the  life  of  the  research 
study.  Audits  may  include  an  interview  with  the  PI  and/or  key  study  personnel,  such  as  the  SC,  regarding 
recruitment  and  enrollment  procedures,  the  informed  consent  process,  staff  training  and  responsibilities,  IRB 
procedures,  and  data  and  safety  monitoring.  During  the  audit  a  random  sample  of  study  subject  files  and 
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consent  forms  will  be  reviewed  for  adherence  to  the  IRB-approved  protocol  and  appropriate  documentation  of 
informed  consent. 

All  active  human  research  studies  must  receive  an  informed  consent  audit,  whether  or  not  any  informed 
consent  documents  were  required  or  signed.  At  VAPHS,  once  a  study  has  begun  recruiting,  the  study  team 
must  submit  a  copy  of  each  signed  informed  consent  document  to  the  VAPHS  RCO  within  1  business  day  of  the 
subject's  signature.  The  VAPHS  RCO  will  review  each  consent  form  received  to  ensure  compliance  with 
applicable  regulations  and  policies  related  to  informed  consent. 

A  regulatory  audit  will  also  be  conducted. 

At  the  conclusion  of  the  audit,  an  audit  report  will  be  prepared  by  the  VAPHS  RCO.  A  copy  of  the  audit  report 
will  be  provided  to  the  PI  and  to  the  VAPHS  IRB. 

Protocol  deviations 

Protocol  deviations  include,  but  are  not  restricted  to,  the  following: 

•  Randomization  of  an  ineligible  participant; 

•  Failure  to  obtain  informed  consent; 

•  Failure  to  keep  IRB  approval  up  to  date;  and 

•  Wrong  treatment  administered  to  participant. 

Protocol  deviation  logs  will  be  tracked  along  with  SAE  and  AE  logs  and  submitted  to  IRB  as  necessary. 

Tracking  protocol  deviations 

The  protocol  deviations  will  be  noted  on  the  Protocol  Deviation  Log  and  will  be  reported  to  the  IRBs,  DSMB, 
and  FDA  (as  indicated)  at  each  reporting  period,  via  this  log. 

Notification  of  protocol  deviations 

All  deviations,  as  soon  as  noted,  should  be  reported  to  the  principal  investigator  within  24  hours  of  occurrence 
or  discovery.  Routing  of  notification  of  these  deviations  will  be  determined  by  the  PI. 

Safety  monitoring  and  reporting 

AEs  are  not  reported  to  IRB,  but  are  communicated  to  SC  for  logging.  SAEs  are  communicated  to  SC  and  PI  as 
soon  as  possible  for  regulatory  personnel  review  and  potential  reporting  to  IRB.  A  listing  of  reportable  events 
is  available  from  the  VAPHS  IRB  as  a  reference  to  all  research  staff.  (Appendix  15) 

The  Pl/Co-I  and  the  SC  are  the  points  of  contact  for  all  SAE  reporting.  VA  IRB  requires  the  reporting  of 
unexpected  SAEs  within  5  days  of  discovery.  Regulatory  personnel  will  also  report  SAEs  to  FDA  and  DoD 
monitoring  boards. 

All  falls  will  be  documented  in  the  patient  chart.  If  the  fall  is  determined  to  be  an  SAE,  it  will  be  reported  to  the 
appropriate  regulatory  authorities  as  per  current  guidelines 
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Safety  Reporting 

A  local  data  and  safety  monitoring  plan  has  been  implemented  to  ensure  that  there  are  no  changes  in  the 
benefit/risk  ratio  during  the  study  and  that  confidentiality  of  research  data  is  maintained.  It  will  meet  as 
needed  to  discuss  the  study  (e.g.,  study  goals,  progress,  modifications,  documentation,  recruitment,  retention, 
data  analysis  and  confidentiality)  and  address  any  issues  or  concerns.  The  PI  and  relevant  research  staff  will 
take  part  in  these  discussions.  These  will  occur  on  an  as  needed  basis  and  officially  every  six  months.  Any 
instances  of  adverse  events,  protocol  deviations,  or  other  problems  identified  during  the  discussions  will  be 
reported  as  soon  as  possible  within  the  required  reporting  timeframes  using  the  standard  forms  and/or 
procedures  set  forth  by  the  IRB  and/or  monitoring  body.  Meeting  minutes  will  be  kept. 

As  with  any  standard  of  care  surgical  procedure,  standard  of  care  anesthetic  procedure,  or  experimental 
procedure,  there  may  be  adverse  events  or  side  effects  that  are  currently  unknown,  and  such  unknown  risks 
could  be  permanent,  severe,  and/or  life-threatening. 

All  adverse  events  and  severe  adverse  events  will  be  reported  to  the  IRBs  (VA  and  Pitt),  DSMB  (Pitt),  and  the 
Food  and  Drug  Administration  (FDA,  related  to  this  study  involving  an  IND)  using  the  formats  and  timelines 
directed  by  each  of  these  regulatory  bodies. 

Unblinding 

This  is  a  double-blind  study.  Under  non-SAE  circumstances,  neither  the  subject  nor  any  member  of  the  study 
team  will  know  which  of  the  two  treatments  the  subject  is  receiving.  Only  the  Mixer  and  IDS  staff  will  know  the 
treatment  assignment.  The  PI  or  Co-1  may  request  that  a  subject's  treatment  assignment  is  unblinded  only  in 
the  event  of  an  emergency  or  a  serious  medical  condition  and/or  when  knowledge  of  the  study  treatment  is 
essential  for  the  appropriate  clinical  management  or  welfare  of  the  subject,  as  judged  by  the  PI,  Co-1  or 
treating  physician.  The  PI  or  Co-1  will  have  access  to  the  subject's  study  treatment  assignment  by  contacting 
IDS  during  office  hours  or  the  VAPFIS  Inpatient  Pharmacy  during  off  hours.  A  copy  of  the  completed  Nerve 
Block  Preparation  Instruction  and  Accountability  Form  identifying  the  subject's  treatment  assignment  will  be 
given  to  the  PI,  Co-1  and/or  the  SC  in  accordance  with  local  and  FDA  regulations. 

The  date  and  reason  for  the  unblinding  must  be  fully  documented  in  the  appropriate  data  collection 
tool.  Treatment  codes  will  not  be  broken  for  the  planned  analyses  of  data  until  all  decisions  on  the  evaluability 
of  the  data  from  each  individual  patient  have  been  made  and  documented.  The  number  of  individuals  at  the 
study  site  who  become  aware  of  the  treatment  status  should  be  kept  to  an  absolute  minimum  including 
keeping  the  patient  blinded  if  possible. 
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ELECTRONIC  DATA  CAPTURE  AND  DATA  MANAGEMENT 

Data  will  be  initially  captured  on  paper  forms  for  all  the  study  questionnaires.  These  paper  questionnaires  will 
be  considered  the  study's  source  documents  and  will  be  used  to  populate  REDCap,  an  electronic  data  capture 
(EDC)  and  storage  program  approved  for  VA  studies.  The  data  will  be  entered  into  REDCap  by  either  the  Pitt 
PTs  or  the  SC  based  upon  assigned  responsibility.  Once  entered,  data  will  be  verified  by  either  the  SC  or 
StatCore  based  upon  assigned  responsibility  and  using  the  source  documents  as  the  basis  for  verification. 

Data  collection  procedures 

Data  entry  processes 

Data  entry  into  REDCap  will  be  completed  by  either  the  SC  or  the  Pitt  PTs.  All  participants  will  be  easily 
viewable  from  the  REDCap  interface  in  a  tabular  format  by  the  presence  of  green  (complete),  yellow 
(unverified),  and  red  (incomplete)  symbols  specific  to  participant,  questionnaire,  and  visit. 

Data  verification  process 

Data  verification  will  occur  in  100%  of  data  captured.  The  SC  will  verify  data  entered  by  the  Pitt  PTs.  StatCore 
will  verify  the  data  entered  by  the  SC.  Whoever  verifies  the  data  in  REDCap  will  complete  and  lock  the  record 
from  further  data  entry.  If  a  discrepancy  is  found  in  the  data,  the  reviewer  will  create  a  query  in  REDCap  which 
will  need  to  be  addressed.  Once  the  query  has  been  addressed  it  can  be  resolved  and  the  data  can  be  locked. 
Data  requiring  edits  after  record  locking  will  be  done  by  StatCore  directly  within  the  data  table  with  audit 
notation  of  modification,  date/time  of  change,  and  initials  of  person  making  modification. 

Audit  table  in  EDC 

REDCap  has  an  audit  table  function  that  tracks  the  changes  made  prior  to  record  completion.  Alterations 
tracked  include  when  and  by  whom  the  alterations  were  made  to  data. 

Data  Backup  processes 

Data  will  be  backed-up  by  StatCore  on  a  weekly  basis  as  an  Excel  worksheet  exported  from  REDCap  and  saved 
in  a  restricted  shared  drive  that  only  StatCore  can  access.  A  minimum  of  four  weeks'  worth  of  files  will  be 
saved  at  a  time. 

Data  Analyses 

StatCore  will  provide  data  summarizations  as  requested  by  the  Institutional  Data  Safety  Monitoring  Board 
(IDSMB).  Specifically,  results  presented  will  include  adverse  events,  protocol  deviations,  and  enrollment 
summary  tables  for  overall  primary  and  secondary  endpoints  per  the  IDSMB  Excel-based  reporting  template. 
IDSMB  meetings  will  occur  as  per  IDSMB  charter. 

Interim  analyses 

StatCore  will  work  with  the  IDSMB  board  to  complete  an  interim  analysis  as  per  the  IDSMB  charter. 

End  of  study  analyses 

The  primary  hypothesis  of  an  improvement  in  pain  (measured  by  the  SF-MPQ-  version  2)  24  hours  after 
surgery  during  in-hospital  recovery  comparing  plain  local  anesthetics  versus  ISOC  MMPNA  will  be  tested  using 
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a  mixed  model.  This  procedure  will  test  for  nerve  block  drug  treatment  and  surgical  site  (hip  versus  knee) 
effects,  as  well  as  an  interaction  between  them.  Data  will  first  be  assessed  for  outliers  (+/-  2  SD  from  the 
mean)  and  normality.  Outliers  will  be  corrected,  if  possible,  or  dropped  from  the  analyses.  Distribution, 
measures  of  central  tendency,  variability,  and  normality  will  be  examined.  Data  transformations  or  non- 
parametric  techniques  will  be  applied  as  needed.  We  will  delete  observations  with  missing  values.  Spearman's 
correlation  coefficients  will  be  computed  to  examine  associations  between  nerve  block  drug  treatments, 
replacement  surgery  type  (hip  versus  knee),  and  the  outcome  measures  from  all  time  points  (1  day,  2  day,  3 
day,  4  day,  2  week,  6  week).  Associations  between  the  outcomes  across  time  points  will  also  be  examined  with 
Pearson  and  Spearman  correlation  coefficients,  as  appropriate.  We  will  test  all  hypotheses  and  aims  by 
conducting  longitudinal  multi-level  modeling.  The  level-one  unit  will  be  the  repeated  measures  across  time, 
the  level-two  unit  will  be  the  individual  patient,  and  the  level-three  unit  will  be  nerve  block  type  and  surgical 
site  (knee  versus  hip)  groupings  (with  additional  analyses  involving  age  and  diabetes  status,  reflecting  the 
randomization  strata).  This  mixed  model  procedure  will  allow  the  assessment  of  outcome  and  exposure 
variables  relationships  while  adjusting  for  covariates,  and  separate  assessments  of  fixed  (group)  and  random 
(individual  level)  affects  using  highly  correlated  repeated  measures  data.  Covariates  included  in  modeling  will 
be  age,  diabetes  status,  gender,  weight,  smoking  status,  initial  health  status,  and  concurrent  general  health 
status. 

Research  publication 

For  peer-reviewed  manuscript  submission  regarding  study  proceedings  submitted  to  journals  of 
anesthesiology,  pain,  general  medicine,  or  public  health/epidemiology,  the  PI  will  determine  study  team  co¬ 
author  membership  and  author  listing  sequence  (versus  acknowledgment  status  without  authorship).  For 
peer-reviewed  manuscript  submission  regarding  study  proceedings  submitted  to  journals  of  orthopaedic 
surgery,  physical  therapy/rehabilitaton/physiatry,  or  rheumatology,  lead  co-investigator  Dr.  Sara  Piva  will 
determine  study  team  co-author  membership  and  author  listing  sequence  (versus  acknowledgment  status 
without  authorship).  It  is  anticipated  that  all  submitted  peer-reveiwed  publications  will  entail  sufficiently 
active  authorship  roles  by  Drs.  Williams  and  Piva  that  both  will  be  listed  on  most  if  not  all  such  submissions. 
Exceptions  to  this  may  (but  not  necessarily)  include  editorials,  letters  to  the  editor,  or  other  "special 
correspondence"  categories  that  do  not  fit  the  typical  definition  of  "original  research."  Any  special  cases  that 
deviate  from  these  concepts  will  be  determined  privately  between  Drs.  Williams  and  Piva  on  a  case  by  case 
basis.  If  Drs.  Williams  and  Piva  are  unable  to  reach  mutual  consensus  in  general  or  on  special  cases  regarding 
such  issues,  they  will  consult  with  the  VAPFIS  ACOS  of  R&D,  first  for  guidance,  and  subsequently  for 
adjudication  if  unable  to  reach  consensus  after  guidance.  If  either  Dr.  Williams  or  Dr.  Piva  wishes  to  appeal  the 
adjudication  decision  of  the  VAPFIS  ACOS  R&D,  then  they  can  consult  with  the  University  of  Pittsburgh 
Institutional  Data  Safety  and  Monitoring  Board,  the  consultation  of  which  will  likely  generate  a  fee. 

If  Pitt  IDSMB  judgment  reverses  the  adjudication  of  the  VAPFIS  ACOS  R&D,  then  one-third  of  the  DSMB  fee  will 
be  covered  by  the  party  initiating  the  IDSMB  appeal,  with  the  other  party  covering  the  remaining  two-thirds  of 
the  IDSMB  fee. 
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If  Pitt  I DSMB  judgment  upholds  the  adjudication  of  the  VAPHS  ACOS  R&D,  then  two-thirds  of  the  DSMB  fee  will 
be  covered  by  the  party  initiating  the  IDSMB  appeal,  with  the  other  party  covering  the  remaining  one-third  of 
the  IDSMB  fee. 

At  present,  DSMB  meeting  fees  are  approximately  $500-700  to  conduct  a  meeting. 
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STUDY  COMPLETION  AND  CLOSE  OUT  PROCEDURES 

•  Verification  that  study  procedures  have  been  completed,  data  have  been  collected  and  study  drugs 
and  supplies  have  been  returned  to  the  VAPHS  Pharmacy  supply 

•  Assurance  that  all  data  queries  have  been  completed 

•  Assurance  that  correspondence  and  study  files  are  accessible  for  external  audit 

•  Assurance  that  the  investigator  notifies  the  appropriate  administrative  entities  of  study  completion 
and  obtains  a  copy  of  the  notification 

•  Performance  of  a  Close-Out  Monitoring  Visit  by  ECO-HSR 
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MISCELLANEOUS  INFORMATION 
Costs  and  payments 

study  participants  will  not  be  charged  for  any  costs  related  to  research. 

Study  participants  will  receive  compensation  for  participating  in  this  study.  Study  participants  will  receive  a 
Greenphire  ClinCard  MasterCard  Debit  Card  which  will  be  activated  by  the  SC  after  completion  of  the  Baseline 
Visit.  Patients  will  be  compensated  as  follows: 

$20.00  -  Completion  of  Baseline  Visit  (Pre-Surgery  Questionnaires  and  Physical  Therapy  Tests) 

$20.00  -  Completion  of  In-Hospital  Questionnaires  and  Physical  Therapy  Tests 
$60.00  -  Completion  of  Week  6  Questionnaires  and  Physical  Therapy  Tests 
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Food  and  Drug  Administration 
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Office  of  Health  and  Industry  Programs 
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Guidance  for  Industry^ 

Investigator  Responsibilities — Protecting  the  Rights,  Safety,  and  Welfare 

of  Study  Subjects 


This  guidance  represents  the  Food  and  Drug  Administration's  (FDA's)  current  thinking  on  this  topic.  It  does  not 
create  or  confer  any  rights  for  or  on  any  person  and  does  not  operate  to  hind  FDA  or  the  public.  You  can  use  an 
alternative  approach  if  the  approach  satisfies  the  requirements  of  the  applicable  statutes  and  regulations.  If  you  want 
to  discuss  an  alternative  approach,  contact  the  FDA  staff  responsible  for  implementing  this  guidance.  If  you  cannot 
identify  the  appropriate  FDA  staff,  call  the  appropriate  number  listed  on  the  title  page  of  this  guidance. 


1.  INTRODUCTION 

This  guidance  provides  an  overview  of  the  responsibilities  of  a  person  who  conducts  a  clinical 
investigation  of  a  drug,  biological  product,  or  medical  device  (an  investigator  as  defined  in  21  CFR 
312.3(b)  and  21  CFR  812. 3(i)).  The  goal  of  this  guidance  is  to  help  investigators  better  meet  their 
responsibilities  with  respect  to  protecting  human  subjects  and  ensuring  the  integrity  of  the  data  from 
clinical  investigations.  This  guidance  is  intended  to  clarify  for  investigators  and  sponsors  FDA’s 
expectations  concerning  the  investigator’s  responsibility  (1)  to  supervise  a  clinical  study  in  which  some 
study  tasks  are  delegated  to  employees  or  colleagues  of  the  investigator  or  other  third  parties  and  (2)  to 
protect  the  rights,  safety,  and  welfare  of  study  subjects. 

FDA's  guidance  documents,  including  this  guidance,  do  not  establish  legally  enforceable  responsibilities. 
Instead,  guidances  describe  the  Agency's  current  thinking  on  a  topic  and  should  be  viewed  only  as 
recommendations,  unless  specific  regulatory  or  statutory  requirements  are  cited.  The  use  of  the  word 
should  in  Agency  guidances  means  that  something  is  suggested  or  recommended,  but  not  required. 


II.  OVERVIEW  OF  INVESTIGATOR  RESPONSIBILITIES 

In  conducting  clinical  investigations  of  drugs,  including  biological  products,  under  21  CFR  part  312  and 
of  medical  devices  under  21  CFR  part  812,  the  investigator  is  responsible  for: 

•  Ensuring  that  a  clinical  investigation  is  conducted  according  to  the  signed  investigator  statement 
for  clinical  investigations  of  drugs,  including  biological  products,  or  agreement  for  clinical 
investigations  of  medical  devices,  the  investigational  plan,  and  applicable  regulations 

•  Protecting  the  rights,  safety,  and  welfare  of  subjects  under  the  investigator’s  care 

•  Controlling  drugs,  biological  products,  and  devices  under  investigation  (21  CFR  312.60,  21  CFR 
812.100) 


*  This  guidance  has  been  prepared  by  the  Investigator  Responsibilities  Working  Group,  which  includes  representatives  from  the 
Office  of  the  Commissioner,  the  Center  for  Drag  Evaluation  and  Research  (CDER),  the  Center  for  Biologies  Evaluation  and 
Research  (CBER),  and  the  Center  for  Devices  and  Radiological  Health  (CDRH)  at  the  Eood  and  Drug  Administration. 
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Although  specific  investigator  responsibilities  in  drug  and  biologies  clinical  trials  are  not  identical  to  the 
investigator  responsibilities  in  medical  device  clinical  trials,  the  general  responsibilities  are  essentially  the 
same.  This  guidance  discusses  the  general  investigator  responsibilities  that  are  applicable  to  clinical  trials 
of  drugs,  biologies,  and  medical  devices. 

An  investigator’s  responsibilities  in  conducting  clinical  investigations  of  drugs  or  biologies  are  provided 
in  21  CFR  Part  312.  Many  of  these  responsibilities  are  included  in  the  required  investigator’s  signed 
statement.  Form  FDA-1572  (see  Attachment  A)  (hereinafter  referred  to  as  1572).  Note  that  although  the 
1572  specifically  incorporates  most  of  the  requirements  directed  at  investigators  in  part  312,  not  all 
requirements  are  listed  in  the  1572.  Investigators  and  sponsors  should  refer  to  21  CFR  Parts  11,  50,  54, 

56,  and  312  for  a  more  comprehensive  listing  of  FDA's  requirements  for  the  conduct  of  drug  and 
biologies  studies.^ 

An  investigator’s  responsibilities  in  conducting  clinical  investigations  of  a  medical  device  are  provided  in 
21  CFR  Part  812,  including  the  requirement  that  there  be  a  signed  agreement  between  the  investigator  and 
sponsor  (see  21  CFR  812.43(c)(4)  and  812.100).  The  medical  device  regulations  do  not  require  use  of  a 
specific  form  for  an  investigator’s  statement;  and  there  are  additional  requirements  not  listed  above  (see 
Attachment  B).  Investigators  and  sponsors  should  refer  to  21  CFR  Parts  11,  50,  54,  56,  and  812  for  a 
more  comprehensive  listing  of  FDA's  requirements  for  the  conduct  of  device  studies. 

Nothing  in  this  guidance  is  intended  to  conflict  with  recommendations  for  investigators  contained  in  the 
International  Conference  on  Harmonisation  (ICH)  guidance  for  industry,  E6  Good  Clinical  Practice: 
Consolidated  Guidance  (Good  Clinical  Practice  Guidance).^ 


III.  CLARIFICATION  OF  CERTAIN  INVESTIGATOR  RESPONSIBILITIES 

This  section  of  the  guidance  clarifies  the  investigator’s  responsibility  to  supervise  the  conduct  of  the 
clinical  investigation  and  to  protect  the  rights,  safety,  and  welfare  of  participants  in  drug  and  medical 
device  clinical  trials. 

A.  Supervision  of  the  Conduct  of  a  Clinical  Investigation 

As  stated  above,  investigators  who  conduct  clinical  investigations  of  drugs,  including  biological  products, 
under  21  CFR  Part  312,  commit  themselves  to  personally  conduct  or  supervise  the  investigation. 
Investigators  who  conduct  clinical  investigations  of  medical  devices,  under  21  CFR  Part  812,  commit 
themselves  to  supervise  all  testing  of  the  device  involving  human  subjects.  It  is  common  practice  for 
investigators  to  delegate  certain  study-related  tasks  to  employees,  colleagues,  or  other  third  parties 
(individuals  or  entities  not  under  the  direct  supervision  of  the  investigator).  When  tasks  are  delegated  by 
an  investigator,  the  investigator  is  responsible  for  providing  adequate  supervision  of  those  to  whom  tasks 
are  delegated.  The  investigator  is  accountable  for  regulatory  violations  resulting  from  failure  to 
adequately  supervise  the  conduct  of  the  clinical  study. 


2 

As  a  reminder,  some  investigators  may  be  responsible  for  submitting  certain  clinical  trial  information  to  the  National 
Institutes  of  Health  clinical  trials  data  bank  under  42  U.S.C  282(j),  402(j)  of  the  Public  Health  Service  Act.  Although  not  all 
investigators  will  be  expected  to  meet  this  requirement,  go  to  www.clinicaltrials.gov  for  further  information  about  potential 
responsibilities. 

^  Guidances,  including  ICH  guidances,  are  available  on  the  Agency’s  Web  page.  See  the  Web  addresses  on  the  second  title 
page  of  this  guidance. 
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In  assessing  the  adequacy  of  supervision  by  an  investigator,  FDA  focuses  on  four  major  areas:  (1) 
whether  individuals  who  were  delegated  tasks  were  qualified  to  perform  such  tasks,  (2)  whether  study 
staff  received  adequate  training  on  how  to  conduct  the  delegated  tasks  and  were  provided  with  an 
adequate  understanding  of  the  study,  (3)  whether  there  was  adequate  supervision  and  involvement  in  the 
ongoing  conduct  of  the  study,  and  (4)  whether  there  was  adequate  supervision  or  oversight  of  any  third 
parties  involved  in  the  conduct  of  a  study  to  the  extent  such  supervision  or  oversight  was  reasonably 
possible. 

1.  What  Is  Appropriate  Delegation  of  Study-Related  Tasks  ? 

The  investigator  should  ensure  that  any  individual  to  whom  a  task  is  delegated  is  qualified  by 
education,  training,  and  experience  (and  state  licensure  where  relevant)  to  perform  the  delegated 
task.  Appropriate  delegation  is  primarily  an  issue  for  tasks  considered  to  be  clinical  or  medical  in 
nature,  such  as  evaluating  study  subjects  to  assess  clinical  response  to  an  investigational  therapy 
(e.g.,  global  assessment  scales,  vital  signs)  or  providing  medical  care  to  subjects  during  the  course 
of  the  study.  Most  clinical/medical  tasks  require  formal  medical  training  and  may  also  have 
licensing  or  certification  requirements.  Licensing  requirements  may  vary  by  jurisdiction  (e.g., 
states,  countries).  Investigators  should  take  such  qualifications/licensing  requirements  into 
account  when  considering  delegation  of  specific  tasks.  In  all  cases,  a  qualified  physician  (or 
dentist)  should  be  responsible  for  all  trial-related  medical  (or  dental)  decisions  and  care."^ 

During  inspections  of  investigation  sites,  FDA  has  identified  instances  in  which  study  tasks  have 
been  delegated  to  individuals  lacking  appropriate  qualifications.  Examples  of  tasks  that  have  been 
inappropriately  delegated  include: 

•  Screening  evaluations,  including  obtaining  medical  histories  and  assessment  of 
inclusion/exclusion  criteria 

•  Physical  examinations 

•  Evaluation  of  adverse  events 

•  Assessments  of  primary  study  endpoints 

•  Obtaining  informed  consent 

The  investigator  is  responsible  for  conducting  studies  in  accordance  with  the  protocol  (see  21  CER 
312.60,  Eorm  EDA-1572,  21  CER  812.43  and  812.100).  In  some  cases  a  protocol  may  specify  the 
qualifications  of  the  individuals  who  are  to  perform  certain  protocol-required  tasks  (e.g., 
physician,  registered  nurse),  in  which  case  the  protocol  must  be  followed  even  if  state  law  permits 
individuals  with  different  qualifications  to  perform  the  task  (see  21  CER  312.23(a)(6)  and 
312.40(a)(1)).  Eor  example,  if  the  state  in  which  the  study  site  is  located  permits  a  nurse 
practitioner  or  physician’s  assistant  to  perform  physical  examinations  under  the  supervision  of  a 
physician,  but  the  protocol  specifies  that  physical  examinations  must  be  done  by  a  physician,  a 
physician  must  perform  such  exams. 

The  investigator  should  maintain  a  list  of  the  appropriately  qualified  persons  to  whom  significant 
trial-related  duties  have  been  delegated.^  This  list  should  also  describe  the  delegated  tasks, 
identify  the  training  that  individuals  have  received  that  qualifies  them  to  perform  delegated  tasks 

Guidance  for  industry,  E6  Good  Clinical  Practice:  Consolidated  Guidance,  section  4.3.1. 

^  Ibid,  section  4.1.5 
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(e.g.,  can  refer  to  an  individual’s  CV  on  file),  and  identify  the  dates  of  involvement  in  the  study. 
An  investigator  should  maintain  separate  lists  for  each  study  conducted  by  the  investigator. 

2.  What  Is  Adequate  Training  ? 

The  investigator  should  ensure  that  there  is  adequate  training  for  all  staff  participating  in  the 
conduct  of  the  study,  including  any  new  staff  hired  after  the  study  has  begun  to  meet  unanticipated 
workload  or  to  replace  staff  who  have  left.  The  investigator  should  ensure  that  staff: 

•  Are  familiar  with  the  purpose  of  the  study  and  the  protocol 

•  Have  an  adequate  understanding  of  the  specific  details  of  the  protocol  and  attributes  of  the 
investigational  product  needed  to  perform  their  assigned  tasks 

•  Are  aware  of  regulatory  requirements  and  acceptable  standards  for  the  conduct  of  clinical 
trials  and  the  protection  of  human  subjects 

•  Are  competent  to  perform  or  have  been  trained  to  perform  the  tasks  they  are  delegated 

•  Are  informed  of  any  pertinent  changes  during  the  conduct  of  the  trial  and  receive 
additional  training  as  appropriate 

If  the  sponsor  provides  training  for  investigators  in  the  conduct  of  the  study,  the  investigator 
should  ensure  that  staff  receive  the  sponsor’s  training,  or  any  information  (e.g.,  training  materials) 
from  that  training  that  is  pertinent  to  the  staffs  role  in  the  study. 

3.  What  Is  Adequate  Supervision  of  the  Conduct  of  an  Ongoing  Clinical  Trial? 

For  each  study  site,  there  should  be  a  distinct  individual  identified  as  an  investigator  who  has 
supervisory  responsibility  for  the  site.  Where  there  is  a  subinvestigator  at  a  site,  that  individual 
should  report  directly  to  the  investigator  for  the  site  (i.e.,  the  investigator  should  have  clear 
responsibility  for  evaluating  the  subinvestigator’s  performance  and  the  authority  to  terminate  the 
subinvestigator’s  involvement  with  the  study)  and  the  subinvestigator  should  not  be  delegated  the 
primary  supervisory  responsibility  for  the  site. 

The  investigator  should  have  sufficient  time  to  properly  conduct  and  supervise  the  clinical  trial. 
The  level  of  supervision  should  be  appropriate  to  the  staff,  the  nature  of  the  trial,  and  the  subject 
population.  In  FDA’s  experience,  the  following  factors  may  affect  the  ability  of  an  investigator  to 
provide  adequate  supervision  of  the  conduct  of  an  ongoing  clinical  trial  at  the  investigator’s  site: 

•  Inexperienced  study  staff 

•  Demanding  workload  for  study  staff 

•  Complex  clinical  trials  (e.g.,  many  observations,  large  amounts  of  data  collected) 

•  Large  number  of  subjects  enrolled  at  a  site 

•  A  subject  population  that  is  seriously  ill 

•  Conducting  multiple  studies  concurrently 

•  Conducting  a  study  from  a  remote  (e.g.,  off-site)  location 

•  Conducting  a  study  at  multiple  sites  under  the  oversight  of  a  single  investigator, 
particularly  where  those  sites  are  not  in  close  proximity 

The  investigator  should  develop  a  plan  for  the  supervision  and  oversight  of  the  clinical  trial  at  the 
site.  Supervision  and  oversight  should  be  provided  even  for  individuals  who  are  highly  qualified 
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and  experienced.  A  plan  might  include  the  following  elements,  to  the  extent  they  apply  to  a 
particular  trial: 

•  Routine  meetings  with  staff  to  review  trial  progress,  adverse  events,  and  update  staff  on 
any  changes  to  the  protocol  or  other  procedures 

•  Routine  meetings  with  the  sponsor’s  monitors 

•  A  procedure  for  the  timely  correction  and  documentation  of  problems  identified  by  study 
personnel,  outside  monitors  or  auditors,  or  other  parties  involved  in  the  conduct  of  a  study 

•  A  procedure  for  documenting  or  reviewing  the  performance  of  delegated  tasks  in  a 
satisfactory  and  timely  manner  (e.g.,  observation  of  the  performance  of  selected 
assessments  or  independent  verification  by  repeating  selected  assessments) 

•  A  procedure  for  ensuring  that  the  consent  process  is  being  conducted  in  accordance  with 
21  CFR  Part  50  and  that  study  subjects  understand  the  nature  of  their  participation  and  the 
risks 

•  A  procedure  for  ensuring  that  source  data  are  accurate,  contemporaneous,  and  original 

•  A  procedure  for  ensuring  that  information  in  source  documents  is  accurately  captured  on 
the  case  report  forms  (CRFs) 

•  A  procedure  for  dealing  with  data  queries  and  discrepancies  identified  by  the  study 
monitor 

•  Procedures  for  ensuring  study  staff  comply  with  the  protocol  and  adverse  event  assessment 
and  reporting  requirements 

•  A  procedure  for  addressing  medical  and  ethical  issues  that  arise  during  the  course  of  the 
study  in  a  timely  manner 

4.  What  Are  an  Investigator’ s  Responsibilities  for  Oversight  of  Other  Parties  Involved  in  the 

Conduct  of  a  Clinical  Trial? 

a.  Study  Staff  Not  in  the  Direct  Employ  of  the  Investigator 

Staff  involved  directly  in  the  conduct  of  a  clinical  investigation  may  include  individuals 
who  are  not  in  the  direct  employ  of  the  investigator.  For  example,  a  site  management 
organization  (SMO)  may  hire  an  investigator  to  conduct  a  study  and  provide  the 
investigator  with  a  study  coordinator  or  nursing  staff  employed  by  the  SMO.  In  this 
situation,  the  investigator  should  take  steps  to  ensure  that  the  staff  not  under  his/her  direct 
employ  are  qualified  to  perform  delegated  tasks  (see  section  III.A.l)  and  have  received 
adequate  training  on  carrying  out  the  delegated  tasks  and  on  the  nature  of  the  study  (see 
section  UFA. 2),  or  the  investigator  should  provide  such  training.  The  investigator  should 
be  particularly  cautious  where  documentation  needed  to  comply  with  the  investigator’s 
regulatory  responsibilities  is  developed  and  maintained  by  SMO  staff  (e.g.,  source 
documents,  CRFs,  drug  storage  and  accountability  records,  institutional  review  board 
correspondence).  A  sponsor  who  retains  an  SMO  shares  responsibility  for  the  quality  of 
the  work  performed  by  the  SMO. 

The  investigator  is  responsible  for  supervising  the  study  tasks  performed  by  this  staff,  even 
though  they  are  not  in  his/her  direct  employ  during  the  conduct  of  the  study  (see  section 
UFA. 3).  This  responsibility  exists  regardless  of  the  qualifications  and  experience  of  staff 
members.  In  the  event  that  the  staff’s  performance  of  study -related  tasks  is  not  adequate 
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and  cannot  be  made  satisfactory  by  the  investigator,  the  investigator  should  document  the 
observed  deficiencies  in  writing  to  the  staff  member’s  supervisor(s)  and  inform  the 
sponsor.  Depending  on  the  severity  of  the  deficiencies,  the  clinical  trial  may  need  to  be 
voluntarily  suspended  until  personnel  can  be  replaced. 

b.  Parties  Other  than  Study  Staff 

There  are  often  critical  aspects  of  a  study  performed  by  parties  not  involved  directly  in 
patient  care  or  contact  and  not  under  the  direct  control  of  the  clinical  investigator.  For 
example,  clinical  chemistry  testing,  radiologic  assessments,  and  electrocardiograms  are 
commonly  done  by  a  central  independent  facility  retained  by  the  sponsor.  Under  these 
arrangements,  the  central  facility  usually  provides  the  test  results  directly  to  the  sponsor 
and  to  the  investigator.  Because  the  activities  of  these  parties  are  critical  to  the  outcome  of 
the  study  and  because  the  sponsor  retains  the  services  of  the  facility,  the  sponsor  is 
responsible  for  ensuring  that  these  parties  are  competent  to  fulfill  and  are  fulfilling  their 
responsibilities  to  the  study. 

Less  frequently,  a  study  may  require  that  investigators  arrange  to  obtain  information 
critical  to  the  study  that  cannot  be  obtained  at  the  investigator’s  site.  For  example,  if  the 
study  protocol  requires  testing  with  special  equipment  or  expertise  not  available  at  the 
investigator’s  site,  the  investigator  might  make  arrangements  for  an  outside  facility  to 
perform  the  test.  In  this  case,  the  results  are  usually  provided  directly  to  the  investigator, 
who  then  submits  the  information  to  the  sponsor.  If  the  investigator  retains  the  services  of 
a  facility  to  perform  study  assessments,  the  investigator  should  take  steps  to  ensure  that  the 
facility  is  adequate  (e.g.,  has  the  required  certification  or  licenses).  The  investigator  may 
also  institute  procedures  to  ensure  the  integrity  of  data  and  records  obtained  from  the 
facility  providing  the  information  (e.g.,  a  process  to  ensure  that  records  identified  as 
coming  from  the  facility  are  authentic  and  accurate).  Procedures  are  particularly  important 
when  assessments  are  crucial  to  the  evaluation  of  the  efficacy  or  safety  of  an  intervention 
or  to  the  decision  to  include  or  exclude  subjects  who  would  be  exposed  to  unreasonable 
risk. 

Investigators  should  carefully  review  the  reports  from  these  external  sources  for  results  that 
are  inconsistent  with  clinical  presentation.  To  the  extent  feasible,  and  considering  the 
specifics  of  study  design,  investigators  should  evaluate  whether  results  appear  reasonable, 
individually,  and  in  aggregate,  and  they  should  document  the  evaluation.  If  investigators 
detect  possible  errors  or  suspect  that  results  from  a  central  laboratory  or  testing  facility 
might  be  questionable,  the  investigator  should  contact  the  sponsor  immediately. 

c.  Special  Considerations  for  Medical  Device  Studies 

Field  clinical  engineers  (device  sponsor  employees)  have  traditionally  played  a  role  in 
some  investigational  device  procedures  (e.g.,  cardiology,  orthopedics,  and  ophthalmology) 
by  providing  technical  assistance  to  the  device  investigator.  The  field  clinical  engineer 
should  be  supervised  by  the  investigator  because  the  field  clinical  engineer’s  presence  or 
activities  may  have  the  potential  to  bias  the  outcome  of  studies,  may  affect  the  quality  of 
research  data,  and/or  may  compromise  the  rights  and  welfare  of  human  subjects.  The  field 
clinical  engineer’s  activities  should  be  described  in  the  protocol.  If  the  field  engineer  has 
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face-to-face  contact  with  subjects  or  if  the  activities  of  the  field  engineer  directly  affect  the 
subject,  those  activities  should  also  be  described  in  the  informed  consent. 

B.  Protecting  the  Rights,  Safety,  and  Welfare  of  Study  Subjects 

Investigators  are  responsible  for  protecting  the  rights,  safety,  and  welfare  of  subjects  under  their  care 
during  a  clinical  trial  (21  CFR  312.60  and  812.100).  This  responsibility  should  include: 

•  Providing  reasonable  medical  care  for  study  subjects  for  medical  problems  arising  during 
participation  in  the  trial  that  are,  or  could  be,  related  to  the  study  intervention 

•  Providing  reasonable  access  to  needed  medical  care,  either  by  the  investigator  or  by  another 
identified,  qualified  individual  (e.g.,  when  the  investigator  is  unavailable,  when  specialized  care  is 
needed) 

•  Adhering  to  the  protocol  so  that  study  subjects  are  not  exposed  to  unreasonable  risks 

The  investigator  should  inform  the  subject's  primary  physician  about  the  subject's  participation  in  the  trial 
if  the  subject  has  a  primary  physician  and  the  subject  agrees  to  the  primary  physician  being  informed. 

1.  Reasonable  Medical  Care  Necessitated  by  Participation  in  a  Clinical  Trial 

During  a  subject's  participation  in  a  trial,  the  investigator  (or  designated  subinvestigator)  should 
ensure  that  reasonable  medical  care  is  provided  to  a  subject  for  any  adverse  events,  including 
clinically  significant  laboratory  values,  related  to  the  trial  participation.  If  the  investigator  does 
not  possess  the  expertise  necessary  to  provide  the  type  of  medical  care  needed  by  a  subject,  the 
investigator  should  make  sure  that  the  subject  is  able  to  obtain  the  necessary  care  from  a  qualified 
practitioner.  For  example,  if  the  study  involves  placement  of  a  carotid  stent  by  an  interventional 
neuroradiologist  and  the  subject  suffers  a  cerebral  stroke,  the  neuroradiologist  should  assess  the 
clinical  status  of  the  subject  and  arrange  for  further  care  of  the  subject  by  a  neurologist.  Subjects 
should  receive  appropriate  medical  evaluation  and  treatment  until  resolution  of  any  emergent 
condition  related  to  the  study  intervention  that  develops  during  or  after  the  course  of  their 
participation  in  a  study,  even  if  the  follow-up  period  extends  beyond  the  end  of  the  study  at  the 
investigative  site. 

The  investigator  should  also  inform  a  subject  when  medical  care  is  needed  for  conditions  or 
illnesses  unrelated  to  the  study  intervention  or  the  disease  or  condition  under  study  when  such 
condition  or  illness  is  readily  apparent  or  identified  through  the  screening  procedures  and 
eligibility  criteria  for  the  study.  For  example,  if  the  investigator  determines  that  the  subject  has 
had  an  exacerbation  of  an  existing  condition  unrelated  to  the  investigational  product  or  the  disease 
or  condition  under  study,  the  investigator  should  inform  the  subject.  The  subject  should  also  be 
advised  to  seek  appropriate  care  from  the  physician  who  was  treating  the  illness  prior  to  the  study, 
if  there  is  one,  or  assist  the  subject  in  obtaining  needed  medical  care. 

2.  Reasonable  Access  to  Medical  Care 

Investigators  should  be  available  to  subjects  during  the  conduct  of  the  trial  for  medical  care  related 
to  participation  in  the  study.  Availability  is  particularly  important  when  subjects  are  receiving  a 
drug  that  has  significant  toxicity  or  abuse  potential.  For  example,  if  a  study  drug  has  potentially 
fatal  toxicity,  the  investigator  should  be  readily  available  by  phone  or  other  electronic 
communication  24  hours  a  day  and  in  reasonably  close  proximity  to  study  subjects  (e.g.,  not  in 
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another  state  or  on  prolonged  travel).  Study  subjects  should  be  clearly  educated  on  the  possible 
need  for  such  contact  and  on  precisely  how  to  obtain  it,  generally  by  providing  pertinent  phone 
numbers,  e-mail  addresses,  and  other  contact  information,  in  writing.  Prior  to  undertaking  the 
conduct  of  a  study,  prospective  investigators  should  consider  whether  they  can  be  available  to  the 
extent  needed  given  the  nature  of  the  trial. 

During  any  period  of  unavailability,  the  investigator  should  delegate  responsibility  for  medical 
care  of  study  subjects  to  a  specific  qualified  physician  who  will  be  readily  available  to  subjects 
during  that  time  (in  the  manner  a  physician  would  delegate  responsibility  for  care  in  clinical 
practice).  If  the  investigator  is  a  non-physician,  the  investigator  should  make  adequate  provision 
for  any  necessary  medical  care  that  the  investigator  is  not  qualified  to  provide. 

3.  Protocol  Violations  that  Present  Unreasonable  Risks 

There  are  occasions  when  a  failure  to  comply  with  the  protocol  may  be  considered  a  failure  to 
protect  the  rights,  safety,  and  welfare  of  subjects  because  the  non-compliance  exposes  subjects  to 
unreasonable  risks.  For  example,  failure  to  adhere  to  inclusion/exclusion  criteria  that  are 
specifically  intended  to  exclude  subjects  for  whom  the  study  drug  or  device  poses  unreasonable 
risks  (e.g.,  enrolling  a  subject  with  decreased  renal  function  in  a  trial  in  which  decreased  function 
is  exclusionary  because  the  drug  may  be  nephrotoxic)  may  be  considered  failure  to  protect  the 
rights,  safety,  and  welfare  of  the  enrolled  subject.  Similarly,  failure  to  perform  safety  assessments 
intended  to  detect  drug  toxicity  within  protocol- specified  time  frames  (e.g.,  CBC  for  an  oncology 
therapy  that  causes  neutropenia)  may  be  considered  failure  to  protect  the  rights,  safety,  and 
welfare  of  the  enrolled  subject.  Investigators  should  seek  to  minimize  such  risks  by  adhering 
closely  to  the  study  protocol. 
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ATTACHMENT  A:  COPY  OF  FORM  1572 


DEPARTMENT  OF  HEALTH  AND  HUMAN  SERVICES 

FOOD  AND  DRUG  ADMINISTRATION 

STATEMENT  OF  INVESTIGATOR 

(TITLE  21,  CODE  OF  FEDERAL  REGULATIONS  (CFR)  PART  312) 

(See  instructiens  en  reverse  side.) 


1.  NAME  AND  ADDRESS  OF  INVESTIGATOR 


2.  EDUCATION,  TRAINING,  AND  EXPERIENCE  THAT  OUALIFIES  THE  INVESTIGATOR  AS  AN  EXPERT  IN  THE  CLINICAL  INVESTIGATION  OF  THE 
DRUG  FOR  THE  USE  UNDER  INVESTIGATION.  ONE  OF  THE  FOLLOWING  IS  ATTACHED. 

□  CURRICULUM  VITAE  □  OTHER  STATEMENT  OF  OUALIFICATIONS 

1  NAME  AND  ADDRESS  OF  ANY  MEDICAL  SCHOOL,  HOSPITAL  OR  OTHER  RESEARCH 
FACILITY  WHERE  THE  CLINICAL  INVESTIGATION(S)  WILL  BE  CONDUCTED 


4.  NAME  AND  ADDRESS  OF  ANY  CLINICAL  LABORATORY  FACILITIES  TO  BE  USED  IN  THE  STUDY. 


5.  NAME  AND  ADDRESS  OF  THE  INSTITUTIONAL  REVIEW  BOARD  (IRB)  THAT  IS  RESPONSIBLE  FOR  REVIEW  AND  APPROVAL  OF  THE 


6.  NAMES  OF  THE  SUBINVESTIGATORS  (e.g.,  research  fellows,  residents,  associates)  WHO  WILL  BE  ASSISTING  THE  INVESTIGATOR  IN  THE 
CONDUCT  OF  THE  INVESTIGATION(S). 


Form  Approved:  0MB  No.  0910-0014. 
Expiration  Date:  May  31, 2009. 

See  0MB  Statement  on  Reverse. 

NOTE:  No  investigator  may  participate  in 
an  investigation  until  he/she  provides  the 
sponsor  with  a  completed,  signed 
Statement  of  Investigator,  Form  FDA  1572 
(21  CFR  312.53(c)). _ 


7.  NAME  AND  CODE  NUMBER,  IF  ANY,  OF  THE  PROTOCOL(S)  IN  THE  IND  FOR  THE  STUDY(IES)  TO  BE  CONDUCTED  BY  THE  INVESTIGATOR. 
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8.  ATTACH  THE  FOLLOWING  CLINICAL  PROTOCOL  INFORMATION: 

□  FOR  PHASE  1  INVESTIGATIONS,  A  GENERAL  OUTLINE  OF  THE  PLANNED  INVESTIGATION  INCLUDING  THE  ESTIMATED 
DURATION  OF 

THE  STUDY  AND  THE  MAXIMUM  NUMBER  OF  SUBJECTS  THAT  WILL  BE  INVOLVED. 

□  FOR  PHASE  2  OR  3  INVESTIGATIONS,  AN  OUTLINE  OF  THE  STUDY  PROTOCOL  INCLUDING  AN  APPROXIMATION  OF  THE 

NUMBER  OF  SUBJECTS  TO  BE  TREATED  WITH  THE  DRUG  AND  THE  NUMBER  TO  BE  EMPLOYED  AS 

CONTROLS,  IF  ANY;  THE  CLINICAL  USES  TO  BE  INVESTIGATED;  CHARACTERISTICS  OF  SUBJECTS  BY  AGE,  SEX, 

AND  CONDITION;  THE  KIND  OF  CLINICAL  OBSERVATIONS  AND  LABORATORY  TESTS  TO  BE 

CONDUCTED;  THE  ESTIMATED  DURATION  OF  THE  STUDY;  AND  COPIES  OR  A  DESCRIPTION  OF  CASE  REPORT 

FORMS  TO  BE  USED. _ 

9.  COMMITMENTS: 

I  agree  to  eonduet  the  study(ies)  in  accordance  with  the  relevant,  current  protocol(s)  and  will  only  make  ehanges  in  a  protocol  after  notifying 
the  sponsor,  except  when  necessary  to  proteet  the  safety,  rights,  or  welfare  of  subjeets. 

I  agree  to  personally  conduct  or  supervise  the  described  investigation(s). 

I  agree  to  inform  any  patients,  or  any  persons  used  as  controls,  that  the  drugs  are  being  used  for  investigational  purposes  and  I  will 
ensure 

that  the  requirements  relating  to  obtaining  informed  consent  in  21  CFR  Part  50  and  institutional  review  board  (IRB)  review  and  approval 
in  21  CFR  Part  56  are  met. 

I  agree  to  report  to  the  sponsor  adverse  experiences  that  occur  in  the  course  of  the  investigation{s)  in  accordance  with  21  CFR  312.64. 

I  have  read  and  understand  the  information  in  the  investigator’s  brochure,  including  the  potential  risks  and  side  effects  of  the  drug. 

I  agree  to  ensure  that  all  associates,  colleagues,  and  employees  assisting  in  the  conduct  of  the  study(ies)  are  informed  about  their 
obligations 

in  meeting  the  above  commitments. 

I  agree  to  maintain  adequate  and  accurate  records  in  accordance  with  21  CFR  312.62  and  to  make  those  records  available  for 
inspection  in  accordance  with  21  CFR  312.68. 

I  will  ensure  that  an  IRB  that  complies  with  the  requirements  of  21  CFR  Part  56  will  be  responsible  for  the  initial  and  continuing  review 
and  approval  of  the  clinical  investigation.  I  also  agree  to  promptly  report  to  the  IRB  all  changes  in  the  research  activity  and  all 
unanticipated 

problems  involving  risks  to  human  subjects  or  others.  Additionally,  I  will  not  make  any  changes  in  the  research  without  IRB  approval, 
except  where  necessary  to  eliminate  apparent  immediate  hazards  to  human  subjects. 

I  agree  to  comply  with  all  other  requirements  regarding  the  obligations  of  clinical  investigators  and  all  other  pertinent  requirements  in  21 

CFR 

Part  312. 

INSTRUCTIONS  FOR  COMPLETING  FORM  FDA  1572 
STATEMENT  OF  INVESTIGATOR: 

1 .  Complete  all  sections.  Attach  a  separate  page  if  additionai  space  is  needed. 

2.  Attach  curricuium  vitae  or  other  statement  of  quaiifications  as  described  in  Section  2. 

3.  Attach  protocoi  outiine  as  described  in  Section  8. 

4.  Sign  and  date  beiow. 

5.  FORWARD  THE  COMPLETED  FORM  AND  ATTACHMENTS  TO  THE  SPONSOR.  The  sponsor  wiii  incorporate 
this  information  aiong  with  other  technicai  data  into  an  Investigationai  New  Drug  Appiication  (IND). 

INVESTIGATORS  SHOULD  NOT  SEND  THIS  FORM  DIRECTLY  TO  THE  FOOD  AND  DRUG  ADMINISTRATION. 


10.  SIGNATURE  OF  INVESTIGATOR 

11.  DATE 

(WARNING:  A  willfully  false  statement  is  a  criminal  offense.  U.S.C.  Title  1 8,  Sec.  1001.) 

Public  reporting  burden  for  this  collection  of  information  is  estimated  to  average  100  hours  per  response,  inciuding  the  time  for  reviewing  instructions, 
searching  existing  data  sources,  gathering  and  maintaining  the  data  needed,  and  completing  reviewing  the  collection  of  information.  Send  comments 
regarding  this  burden  estimate  or  any  other  aspect  of  this  collection  of  information,  including  suggestions  for  reducing  this  burden  to: 
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Department  of  Health  and  Human  Services 

Food  and  Drug  Administration 

Center  for  Drug  Evaluation  and  Research 

Central  Document  Room 

5901 -B  Ammendale  Road 

Beltsville,  MD  20705-1266 


Department  of  Health  and  Human  Services 
Food  and  Drug  Administration 

Center  for  Biologies  Evaluation  and  Research  {HFM-99) 
1401  Rockville  Pike 
Rockville,  MD  20852-1448 


"An  agency  may  not  conduct  or 
sponsor,  and  a  person  is  not 
required  to  respond  to,  a 
collection  of  information  unless  it 
displays  a  currently  valid  0MB 
control  number." 


Please  DO  NOT  RETURN  this  application  to  this  address. 
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ATTACHMENT  B:  INVESTIGATOR  RESPONSIBILITIES 
FOR  SIGNIFICANT  RISK  DEVICE  INVESTIGATIONS 


This  document  is  intended  to  assist  investigators  in  identifying  and  complying  with  their 
responsibilities  in  connection  with  the  conduct  of  clinical  investigations  involving  medical 
devices.  Although  this  guidance  primarily  addresses  duties  imposed  upon  clinical  investigators 
by  regulations  of  the  Food  and  Drug  Administration  (FDA),  investigators  should  be  cognizant  of 
additional  responsibilities  that  may  derive  from  other  sources  (such  as  the  study  protocol  itself, 
the  investigator  agreement,  any  conditions  of  approval  imposed  by  FDA  or  the  governing 
institutional  review  board,  as  well  as  institutional  policy  and  state  law). 

GENERAL  RESPONSIBILITIES  OF  INVESTIGATORS  (21  CFR  8I2.I00) 

1 .  Ensuring  that  the  investigation  is  conducted  according  to  the  signed  agreement,  the 
investigational  plan,  and  applicable  FDA  regulations 

2.  Protecting  the  rights,  safety,  and  welfare  of  subjects  under  the  investigator's  care 

3.  Controlling  devices  under  investigation 

4.  Ensuring  that  informed  consent  is  obtained  from  each  subject  in  accordance  with  21  CER 
Part  50  and  that  the  study  is  not  commenced  until  PDA  and  IRB  approvals  have  been 
obtained. 

SPECIFIC  RESPONSIBILITIES  OF  INVESTIGATORS  (21  CFR  8I2.II0) 

1 .  Awaiting  IRB  approval  and  any  necessary  FDA  approval  before  requesting  written 
informed  consent  or  permitting  subject  participation 

2.  Conducting  the  investigation  in  accordance  with: 

a.  The  signed  agreement  with  the  sponsor 

b.  The  investigational  plan 

c.  The  regulations  set  forth  in  21  CFR  Part  812  and  all  other  applicable  FDA 
regulations 

d.  Any  conditions  of  approval  imposed  by  an  IRB  or  FDA 
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3.  Supervising  the  use  of  the  investigational  device.  An  investigator  shall  permit  an 
investigational  device  to  be  used  only  with  subjects  under  the  investigator's  supervision. 
An  investigator  shall  not  supply  an  investigational  device  to  any  person  not  authorized 
under  21  CFR  Part  812  to  receive  it. 

4.  Disposing  of  the  device  properly.  Upon  completion  or  termination  of  a  clinical 
investigation  or  the  investigator's  part  of  an  investigation,  or  at  the  sponsor's  request,  an 
investigator  shall  return  to  the  sponsor  any  remaining  supply  of  the  device  or  otherwise 
dispose  of  the  device  as  the  sponsor  directs. 

MAINTAINING  RECORDS  (21  CFR  812.140) 

An  investigator  shall  maintain  the  following  accurate,  complete,  and  current  records  relating  to 

the  investigator's  participation  in  an  investigation: 

1.  Correspondence  with  another  investigator,  an  IRB,  the  sponsor,  a  monitor,  or  FDA 

2.  Records  of  receipt,  use  or  disposition  of  a  device  that  relate  to: 

a.  The  type  and  quantity  of  the  device,  dates  of  receipt,  and  batch  numbers  or  code 
marks 

b.  Names  of  all  persons  who  received,  used,  or  disposed  of  each  device 

c.  The  number  of  units  of  the  device  returned  to  the  sponsor,  repaired,  or  otherwise 
disposed  of,  and  the  reason(s)  therefore 

3.  Records  of  each  subject's  case  history  and  exposure  to  the  device,  including: 

a.  Documents  evidencing  informed  consent  and,  for  any  use  of  a  device  by  the 
investigator  without  informed  consent,  any  written  concurrence  of  a  licensed 
physician  and  a  brief  description  of  the  circumstances  justifying  the  failure  to  obtain 
informed  consent 

b.  All  relevant  observations,  including  records  concerning  adverse  device  effects 
(whether  anticipated  or  not),  information  and  data  on  the  condition  of  each  subject 
upon  entering,  and  during  the  course  of,  the  investigation,  including  information 
about  relevant  previous  medical  history  and  the  results  of  all  diagnostic  tests; 

c.  A  record  of  the  exposure  of  each  subject  to  the  investigational  device,  including  the 
date  and  time  of  each  use,  and  any  other  therapy. 

4.  The  protocol,  with  documents  showing  the  dates  of  and  reasons  for  each  deviation  from 
the  protocol 

5.  Any  other  records  that  FDA  requires  to  be  maintained  by  regulation  or  by  specific 
requirement  for  a  category  of  investigations  or  a  particular  investigation 


INSPECTIONS  (21  CFR  812.145) 

Investigators  are  required  to  permit  FDA  to  inspect  and  copy  any  records  pertaining  to  the 
investigation  including,  in  certain  situations,  those  which  identify  subjects. 


13 


Contains  Nonbinding  Recommendations 


SUBMITTING  REPORTS  (21  CFR  812.150) 

An  investigator  shall  prepare  and  submit  the  following  complete,  accurate,  and  timely  reports: 

1 .  To  the  sponsor  and  the  IRB : 

-  Any  unanticipated  adverse  device  effect  occurring  during  an  investigation.  (Due 
no  later  than  10  working  days  after  the  investigator  first  learns  of  the  effect.) 

-  Progress  reports  on  the  investigation.  (These  reports  must  be  provided  at  regular 
intervals,  but  in  no  event  less  often  than  yearly.  If  there  is  a  study  monitor,  a  copy 
of  the  report  should  also  be  sent  to  the  monitor.) 

-  Any  deviation  from  the  investigational  plan  made  to  protect  the  life  or  physical 
well-being  of  a  subject  in  an  emergency.  (Report  is  due  as  soon  as  possible  but  no 
later  than  5  working  days  after  the  emergency  occurs.  Except  in  emergency 
situations,  a  protocol  deviation  requires  prior  sponsor  approval;  and  if  the 
deviation  may  affect  the  scientific  soundness  of  the  plan  or  the  rights,  safety,  or 
welfare  of  subjects,  prior  FDA  and  IRB  approval  are  required.) 

-  Any  use  of  the  device  without  obtaining  informed  consent.  (Due  within  5  working 
days  after  such  use.) 

-  A  final  report.  (Due  within  3  months  following  termination  or  completion  of  the 
investigation  or  the  investigator's  part  of  the  investigation.  For  additional 
guidance,  see  the  discussion  under  the  section  entitled  "Annual  Progress  Reports 
and  Final  Reports.") 

-  Any  further  information  requested  by  FDA  or  the  IRB  about  any  aspect  of  the 
investigation. 


2.  To  the  Sponsor: 

-  Withdrawal  of  IRB  approval  of  the  investigator's  part  of  an  investigation.  (Due 
within  5  working  days  of  such  action). 


INVESTIGATIONAL  DEVICE  DISTRIBUTION  AND  TRACKING 


The  IDE  regulations  prohibit  an  investigator  from  providing  an  investigational  device  to  any 
person  not  authorized  to  receive  it  (21  CFR  8 12. 1 10(c)).  The  best  strategy  for  reducing  the  risk 
that  an  investigational  device  could  be  improperly  dispensed  (whether  purposely  or 
inadvertently)  is  for  the  sponsor  and  the  investigators  to  closely  monitor  the  shipping,  use,  and 
final  disposal  of  devices.  Upon  completion  or  termination  of  a  clinical  investigation  (or  the 
investigator's  part  of  an  investigation),  or  at  the  sponsor's  request,  an  investigator  is  required  to 
return  to  the  sponsor  any  remaining  supply  of  the  device  or  otherwise  to  dispose  of  the  device  as 
the  sponsor  directs  (21  CFR  812.110(e)).  Investigators  must  also  maintain  complete,  current, 
and  accurate  records  of  the  receipt,  use,  or  disposition  of  investigational  devices  (21  CFR 
812.140(a)(2)).  Specific  recordkeeping  requirements  are  set  forth  at  21  CFR  812.140(a). 

PROHIBITION  OF  PROMOTION  AND  OTHER  PRACTICES  (21  CFR 
812.7) 
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The  IDE  regulations  prohibit  the  promotion  and  commercialization  of  a  device  that  has  not  been 
first  cleared  or  approved  for  marketing  by  FDA.  This  prohibition  is  applicable  to  sponsors  and 
investigators  (or  any  person  acting  on  behalf  of  a  sponsor  or  investigator)  and  encompasses  the 
following  activities: 


1.  Promotion  or  test  marketing  of  the  investigational  device 

2.  Charging  subjects  or  investigators  for  the  device  a  price  larger  than  is  necessary  to 
recover  the  costs  of  manufacture,  research,  development,  and  handling 

3.  Prolonging  an  investigation  beyond  the  point  needed  to  collect  data  required  to  determine 
whether  the  device  is  safe  and  effective 

4.  Representing  that  the  device  is  safe  or  effective  for  the  purposes  for  which  it  is  being 
investigated 
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REQUIREMENTS  FOR  THE  PROTECTION 
OF  HUMAN  SUBJECTS  IN  RESEARCH 

1.  REASON  FOR  ISSUE:  This  Veterans  Health  Administration  (VHA)  Handbook  establishes 
procedures  for  the  protection  of  human  subjects  in  Department  of  Veterans  Affairs  (VA) 
research  and  the  operation  of  the  Institutional  Review  Board  (IRB)  for  VA  facilities. 

2.  SUMMARY  OF  MAJOR  CHANGES:  This  Handbook  was  revised  extensively  to 
harmonize  with  the  Common  Rule  as  followed  by  other  federal  agencies.  VA-specific 
requirements  are  added  as  appropriate.  The  requirements  in  this  Handbook  must  be  implemented 
no  later  than  March  12,  2015. 

3.  RELATED  ISSUES:  VHA  Directive  1200,  VHA  Handbook  1200.01,  VHA  Handbook 
1200.2,  VHA  Handbook  1200.12,  VHA  Handbook  1058.01,  and  VHA  Handbook  1058.03. 

4.  RESPONSIBLE  OFFICE:  The  Office  of  Research  and  Development  (ORD)  (10P9)  is 
responsible  for  the  contents  of  this  Handbook.  Questions  may  be  referred  to  202-443-5600,  or 
emailed  to  VHACOORDRegulatory  @  va. gov. 

5.  RESCISSIONS:  VHA  Handbook  1200.05,  dated  May  2,  2012,  and  VHA  Directive  2008- 
072,  dated  Oct.  30,  2013,  are  rescinded. 

6.  RECERTIFICATION:  This  VHA  Handbook  is  scheduled  for  recertification  on  or  before 
the  last  working  day  of  November,  2019. 


Carolyn  M.  Clancy,  MD 
Interim  Under  Secretary  for  Health 

DISTRIBUTION:  Emailed  to  the  VHA  Publications  Distribution  List  on  1 1/17/2014. 
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REQUIREMENTS  FOR  THE  PROTECTION 
OF  HUMAN  SUBJECTS  IN  RESEARCH 

1.  PURPOSE:  This  Veterans  Health  Administration  (VHA)  Handbook  defines  the  procedures 
for  implementing  the  federal  policy,  known  as  the  “Common  Rule”  and  other  applicable  federal 
requirements  for  the  protection  of  human  subjects  and  must  be  implemented  no  later  than  March 
12,  2015.  NOTE:  All  sections  of  rescinded  VHA  Handbook  1200.05,  dated  May  2,  2012,  must 
be  followed  until  the  VA  facility  implements  the  requirements  of  this  new  Handbook,  but  no  later 
than  March  12,  2015.  AUTHORITY:  38  U.S.C.  501,  7331,  7334;  38  CFR  16.116,  17.32, 

17.33. 

2.  BACKGROUND: 

a.  The  Department  of  Veterans  Affairs  (VA)  is  guided  by  the  ethical  principles  of  respect 
for  persons,  beneficence,  and  justice  as  set  forth  in  The  Belmont  Report,  Ethical  Principles  and 
Guidelines  for  the  Protection  of  Human  Subjects  of  Research,  regardless  of  who  conducts  the 
research  or  the  source  of  its  support.  NOTE:  The  Belmont  Report  may  be  found  at 
http.V/www.hhs.gov/ohrp/humansubiects/guidance/belmont.html). 

b.  VA  is  one  of  the  18  federal  departments  and  agencies  that  have  agreed  to  follow  the 
Common  Rule  for  the  Protection  of  Human  Subjects,  effective  June  18,  1991.  The  Common 
Rule  is  encoded  in  Title  38  of  the  Code  of  Federal  Regulations  (CFR)  Part  16.  This  Handbook 
incorporates  Common  Rule  requirements  where  applicable. 

3.  SCOPE: 

a.  Except  as  provided  in  paragraph  3.(d),  this  policy  applies  to  all  VA  research  (see 
paragraph  4.ii.)  involving  human  subjects  (see  paragraph  4.1.). 

b.  Investigators  receiving  support  from  other  federal  departments  or  agencies  (e.g.,  the 
National  Institutes  of  Health  (NIH),  Department  of  Defense  (DoD)),  or  from  non-Federal  sources 
(e.g.,  the  American  Heart  Association)  must  meet  the  requirements  of  the  funding  source,  in 
addition  to  those  of  VA  and  other  applicable  federal  entities.  NOTE:  When  following  the 
requirements  of  the  funding  source  would  cause  non-compliance  with  federal  or  VA 
requirements,  the  federal  and  VA  requirements  must  be  followed. 

c.  When  FDA-regulated  products  or  test  articles  are  used,  FDA  regulations  apply  regardless 
of  funding  source. 

d.  Research  activities  in  which  the  only  involvement  of  human  subjects  will  be  in  one  or 
more  of  the  Common  Rule  categories,  outlined  in  Appendix  A,  may  be  exempt  from  the 
provisions  of  this  Handbook.  NOTE:  The  Common  Rule  exemptions  may  not  be  applied  to 
Food  and  Drug  Administration  (FDA)-regulated  research  (see  21  CFR  56.104 for  exemptions 
applied  to  FDA-regulated  research).  The  Research  and  Development  (R&D)  Committee  has 
oversight  for  all  exempt  research  (see  Handbook  1200.01,  Research  and  Development 
Committee ). 
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e.  VHA  does  not  conduct  planned  emergency  research  (see  21  CFR  50.24)  or  classified 
research  involving  human  subjects. 

4.  DEFINITIONS:  The  following  definitions  are  intended  for  use  within  this  Handbook  and 
where  appropriate  reflect  the  Common  Rule  at  38  CFR  16. 102  and  Department  of  Health  and 
Human  Services  (HHS)  regulations  at  45  CFR  46  Subparts  A  through  D. 

a.  Accreditation.  Accreditation  is  a  comprehensive  review  of  the  Human  Research 
Protection  Program  (HRPP)  at  a  VA  facility  by  an  independent  organization  to  ensure  the 
program  is  comprehensive  and  maintains  high  ethical  and  professional  standards.  VHA  selects 
an  accrediting  organization  to  review  all  VA  Human  Research  Protection  Programs. 

b.  Adverse  Event.  An  adverse  event  (AE)  in  human  subjects  research  is  any  untoward 
physical  or  psychological  occurrence  in  a  human  subject  participating  in  research.  NOTE:  AEs 
are  further  discussed  in  VHA  Handbooks  1058.01,  Research  Compliance  Reporting 
Requirements,  and  1004.08,  Disclosure  of  Adverse  Events  to  Patients. 

c.  Assurance.  An  assurance  is  a  written  commitment  to  protect  human  research  subjects 
and  comply  with  the  requirements  of  the  Common  Rule.  NOTE:  Assurances  are  further 
discussed  in  VHA  Handbook  1058.03,  Assurance  for  Protection  for  Human  Subjects  in  Research. 

d.  Certificate  of  Confidentiality.  A  certificate  of  confidentiality  is  a  document  issued  by  a 
component  of  HHS  pursuant  to  The  Public  Health  Service  Act  Section  301(d),  Title  42  United 
States  Code  (U.S.C.)  241(d),  to  protect  the  privacy  of  individuals  who  are  subjects  of  certain 
specified  research  activities  by  authorizing  investigators  to  withhold  from  all  persons  not 
connected  with  the  conduct  of  such  research  the  names  or  other  identifying  characteristics  of 
such  subjects.  Persons  so  authorized  to  protect  the  privacy  of  such  individuals  may  not  be 
compelled  in  any  federal,  state,  or  local  civil,  criminal,  administrative,  legislative,  or  other 
proceedings  to  identify  such  individuals. 

e.  Children.  Children  are  persons  who  have  not  attained  the  legal  age  to  consent  to 
treatments  or  procedures  involved  in  the  research  under  the  applicable  law  of  the  jurisdiction  in 
which  the  research  will  be  conducted. 

f.  Clinical  Investigation.  The  FDA  considers  the  term  “clinical  investigation”  to  mean  any 
experiment  that  involves  a  test  article  and  one  or  more  human  subjects,  and  that  either: 

(1)  Meets  the  requirements  for  prior  submission  to  the  FDA  under  Sections  505(i)  or  520(g) 
of  the  Federal  Food,  Drug,  and  Cosmetic  Act,  as  codified  at  21  U.S.C.  355(i)  and  360j(g) 
respectively;  or 

(2)  Does  not  meet  the  requirements  for  prior  submission  to  the  FDA  under  these  sections  of 
the  Federal  Food,  Drug,  and  Cosmetic  Act,  but  the  results  of  which  are  intended  to  be  submitted 
later  to,  or  held  for  inspection  by,  the  FDA  as  part  of  an  application  for  a  research  or  marketing 
permit  (21  CFR  56.102(c)). 

g.  Collaborative  Research.  Collaborative  research  involves  investigators  from  more  than 
one  institution.  Collaborative  research  may  include  VA  and  non-VA  institutions  but  does  not 


2 


November  12,  2014 


VHA  HANDBOOK  1200.05 


include  research  conducted  under  a  Cooperative  Research  and  Development  Agreement 
(CRADA)  with  a  pharmaceutical  company  or  other  non-Federal  partners. 

h.  Continuing  Noncompliance.  Continuing  noncompliance  is  a  persistent  failure  to  adhere 
to  the  laws,  regulations,  or  policies  governing  human  subjects  research.  NOTE:  Continuing 
noncompliance  is  further  discussed  in  VHA  Handbook  1058.01. 

i.  De-identified  Information.  De-identified  information  is  health  information  that  is 
presumed  not  to  identify  an  individual  and  with  respect  to  which  there  is  no  reasonable  basis  to 
believe  that  the  information  can  be  used  to  identify  an  individual  because  the  18  Patient 
Identifiers  described  in  the  HIPAA  Privacy  Rule  have  been  removed. 

j.  Fetus.  A  fetus  is  the  product  of  conception  from  the  time  of  implantation  until  delivery. 

k.  Human  Research  Protection  Program.  The  HRPP  is  a  comprehensive  system  to 
ensure  the  protection  of  human  subjects  participating  in  research.  The  HRPP  consists  of  a 
variety  of  individuals  and  committees  such  as:  the  VA  facility  Director,  Associate  Chief  of  Staff 
(ACOS)  for  Research  and  Development  (R&D),  the  Administrative  Officer  (AO)  for  R&D,  the 
R&D  Committee,  the  Institutional  Review  Board  (IRB),  other  committees  or  subcommittees 
addressing  human  subjects  protection  (e.g..  Biosafety,  Radiation  Safety,  Radioactive  Drug 
Research,  Conflict  of  Interest),  investigators,  IRB  staff,  research  staff,  health  and  safety  staff 
(e.g..  Biosafety  Officer,  Radiation  Safety  Officer),  compliance  officers,  information  security 
officers,  privacy  officers,  and  research  pharmacy  staff.  The  objective  of  this  system  is  to  assist 
the  institution  in  meeting  ethical  principles  and  regulatory  requirements  for  the  protection  of 
human  subjects  in  research. 

l.  Human  Subject.  A  human  subject  is  a  living  individual  about  whom  an  investigator 
(whether  professional  or  student)  conducting  research  obtains:  (1)  data  through  intervention  or 
interaction  with  the  individual  or  (2)  identifiable  private  information.  Individuals  who  receive 
test  articles  or  who  serve  as  controls  in  clinical  investigations,  including  clinical  investigations  as 
defined  under  FDA  regulations  in  21  CFR  50.3,  312.3(b),  and  812.3(h),  are  also  considered 
human  subjects  for  the  purposes  of  this  Handbook. 

m.  In  Vitro  Fertilization.  In  vitro  fertilization  is  any  fertilization  of  human  ova  that  occurs 
outside  the  body  of  a  female,  either  through  a  mixture  of  donor  human  sperm  and  ova  or  by  any 
other  means. 

n.  Institutional  Official.  The  Institutional  Official  (10)  is  the  individual  legally  authorized 
as  signatory  official  to  commit  an  institution  to  an  assurance.  The  10  is  responsible  for  ensuring 
that  the  institution’s  HRPP  functions  effectively  and  that  the  institution  provides  the  resources 
and  support  necessary  to  comply  with  all  requirements  applicable  to  research  involving  human 
subjects.  The  Principal  Deputy  Under  Secretary  for  Health  is  the  10  for  VHA  Central  Office, 
and  VA  facility  Directors  are  the  lOs  for  local  VA  facilities.  The  10  serves  as  the  official 
representative  of  the  institution  to  external  agencies  and  oversight  bodies,  and  provides  all 
written  communication  with  external  departments,  agencies,  and  oversight  bodies. 

o.  Institutional  Review  Board.  An  IRB  is  a  board,  committee,  or  other  group  formally 
designated  by  an  institution  to  review,  approve,  require  modification,  disapprove,  and  conduct 
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continuing  oversight  of  human  subject  research  in  accordance  with  the  Common  Rule  (38  CFR 
Part  16)  and  other  applicable  regulations.  NOTE:  For  the  purposes  of  this  Handbook,  unless 
otherwise  specified,  references  to  IRB  include  any  IRB  which  is  responsible  for  approval  and 
monitoring  of  a  particular  research  project. 

p.  Interaction.  Interaction  includes  communication  or  interpersonal  contact  between 
investigator  and  subject. 

q.  Intervention.  Intervention  includes  both  physical  procedures  by  which  data  are  gathered 
(e.g.,  venipuncture)  and  manipulations  of  the  subject  or  the  subject’s  environment  that  are 
performed  for  research  purposes. 

r.  Investigator.  An  investigator  is  an  individual  who  conducts  research,  including  the 
principal  investigator,  co-investigators,  sub-investigators,  and  local  site  investigators  (see 
paragraph  29).  NOTE:  The  responsibilities  ofVA  investigators  are  further  discussed  in  VHA 
Handbook  1200.01. 

s.  Legally  Authorized  Representative.  A  legally  authorized  representative  (LAR)  is  an 
individual  or  judicial  or  other  body  authorized  under  applicable  law  to  consent  on  behalf  of  a 
prospective  subject  to  the  subject's  participation  in  the  procedure(s)  involved  in  the  research. 
NOTE:  An  individual  who  is  qualified  as  a  LAR  to  provide  informed  consent  on  behalf  of  a 
prospective  research  subject  may  not  always  qualify  as  a  personal  representative  for  purposes  of 
consent  to  use  or  disclose  a  subject’s  protected  health  information  (PHI)  (i.e.,  signing  a  Health 
Insurance  Portability  and  Accountability  Act  (HIPAA)  authorization).  Therefore,  in 
circumstances  involving  authorization  for  use  or  disclosure  of  a  human  subject’s  PHI,  the 
investigator  must  ensure  the  LAR  meets  the  requirements  of  a  personal  representative  under 
HIPAA  and  the  Privacy  Act  of  1974  (legal  guardian  or  power  of  attorney)  prior  to  the  LAR ’s 
signing  a  HIPAA  authorization  (see  VHA  Handbook  1605.1,  Privacy  and  Release  of 
Information ). 

t.  Minimal  Risk.  Minimal  risk  means  that  the  probability  and  magnitude  of  harm  or 
discomfort  anticipated  in  the  research  are  not  greater  in  and  of  themselves  than  those  ordinarily 
encountered  in  daily  life  or  during  the  performance  of  routine  physical  or  psychological 
examinations  or  tests. 

u.  Multi-site  Research.  Multi-site  research  involves  more  than  one  research  site.  Multi¬ 
site  research  may  include  VA  and  non-VA  institutions,  and  may  include  both  collaborative 
research  and  research  conducted  under  a  CRADA  with  a  pharmaceutical  company  or  other  non- 
Federal  entity.  NOTE:  See  the  definition  for  Collaborative  Research  at  paragraph  4.g. 

V.  Neonate.  Neonate  means  a  newborn  within  the  first  4  weeks  of  birth. 

w.  Nonprofit  Research  and  Education  Corporations.  VA-affiliated  nonprofit  research 
and  education  corporations  (NPC)  are  authorized  by  Congress  under  38  U.S.C.  7361-7366  to 
provide  flexible  funding  mechanisms  for  the  conduct  of  research  and  education  at  one  or  more 
VA  facilities.  Research  approved  by  a  facility  R&D  Committee  and  education  approved  by  the 
facility  Education  Committee  is  considered  to  be  a  VA  research  project  or  a  VA  education 
activity  respectively,  regardless  of  the  source  of  funding,  the  entity  administering  the  funds,  or 
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the  research  or  education  site  (see  VHA  Handbook  1200.17,  Department  of  Veterans  Affairs 
Nonprofit  Research  and  Education  Corporations  authorized  by  38  U.S.C.  Sections  7361-7366). 

X.  Principal  Investigator.  A  principal  investigator  (PI)  is  a  qualified  individual  who 
directs  a  research  project  or  research  program.  The  PI  oversees  scientific,  technical,  and  day-to- 
day  management  of  the  research.  In  the  event  of  research  conducted  by  a  team  of  individuals, 
the  PI  is  the  responsible  leader  of  the  research  team. 

y.  Pregnancy.  Pregnancy  encompasses  the  period  of  time  from  implantation  until  delivery. 

z.  Private  Information.  Private  information  includes  information  about  behavior  that 
occurs  in  a  context  in  which  an  individual  can  reasonably  expect  that  no  observation  or  recording 
is  taking  place,  and  information  that  has  been  provided  for  specific  purposes  by  an  individual  and 
that  the  individual  can  reasonably  expect  will  not  be  made  public  (e.g.,  a  health  record).  Private 
information  must  be  individually  identifiable  (i.e.,  the  identity  of  the  subject  is  provided  or  may 
readily  be  ascertained  or  associated  with  the  information)  in  order  for  obtaining  the  information 
to  constitute  research  involving  human  subjects  (38  CFR  16.102(f)). 

aa.  Research.  Research  means  a  systematic  investigation,  including  research  development, 
testing  and  evaluation,  designed  to  develop  or  contribute  to  generalizable  knowledge.  Activities 
which  meet  this  definition  constitute  research  for  purposes  of  this  policy,  whether  or  not  they  are 
conducted  or  supported  under  a  program  which  is  considered  research  for  other  purposes.  For 
example,  some  demonstration  and  service  programs  may  include  research  activities.  Clinical 
investigations,  including  clinical  investigations  as  defined  under  FDA  regulations  in  21  CFR 
50.3,  312.3(b),  and  812.3(h),  are  considered  research  for  purposes  of  this  Handbook.  NOTE: 
Research  activities  are  further  discussed  in  VHA  Handbook  1058.05. 

bb.  Research  Records.  Research  records  include,  but  are  not  limited  to,  IRB  and  R&D 
Committee  records,  records  of  all  observations,  subject  recruitment  activities,  other  data  relevant 
to  the  investigation,  progress  notes,  research  study  forms,  surveys,  questionnaires,  and  other 
documentation  regarding  the  study  (see  VHA  Handbook  1907.01,  Health  Information  and  Health 
Records). 

cc.  Research  and  Development  Committee.  The  R&D  Committee  is  a  committee 
responsible,  through  the  Chief  of  Staff  (COS)  to  the  VA  facility  Director,  for  oversight  of  the 
facility’s  research  program  and  for  maintenance  of  high  standards  throughout  that  program  (see 
VHA  Handbook  1200.01). 

dd.  Research  Protocol.  A  research  protocol  details  the  aims  and  objectives  of  a  research 
study,  scientific  rationale,  the  methods  used  to  carry  out  the  research,  and  how  data  will  be 
analyzed.  For  human  subjects  research  it  also  entails  how  subjects  will  be  accessed/recruited, 
any  foreseeable  risks,  and  how  these  risks  will  be  mitigated.  NOTE:  The  protocol  for  social  or 
behavioral  research  is  sometimes  referred  to  as  the  “Research  Plan  ”  or  “Research  Purpose  and 
Methodology.  ” 

ee.  Serious  Adverse  Event.  A  serious  adverse  event  (SAE)  is  an  AE  in  human  subjects 
research  that  results  in  death,  a  life-threatening  experience,  inpatient  hospitalization, 
prolongation  of  hospitalization,  persistent  or  significant  disability  or  incapacity,  congenital 
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anomaly,  or  birth  defect.  An  AE  is  also  considered  serious  when  medical,  surgical,  behavioral, 
social,  or  other  intervention  is  needed  to  prevent  such  an  outcome.  NOTE:  SAE’s  are  also 
discussed  at  21  CFR  312.32(a)  and  in  VHA  Handbook  1058.01;  disclosure  of  adverse  events  to 
patients  is  discussed  in  VHA  Handbook  1004.08. 

ff.  Serious  Noncompliance.  Serious  noncompliance  is  a  failure  to  adhere  to  the  laws, 
regulations,  or  policies  governing  human  subjects  research  that  may  reasonably  be  regarded  as: 

(1)  Involving  substantive  harm,  or  a  genuine  risk  of  substantive  harm,  to  the  safety,  rights,  or 
welfare  of  human  research  subjects,  research  staff,  or  others;  or 

(2)  Substantively  compromising  the  effectiveness  of  a  facility’s  human  subjects  research 
protection  or  human  subjects  research  oversight  programs.  NOTE:  Serious  noncompliance  is 
further  discussed  in  VHA  Handbook  1058.01. 

gg.  Unanticipated  or  Unexpected.  The  terms  unanticipated  and  unexpected  refer  to  an 
event  or  problem  in  VA  research  that  is  new  or  greater  than  previously  known  in  terms  of  nature, 
severity,  or  frequency,  given  the  procedures  described  in  protocol-related  documents  and  the 
characteristics  of  the  study  population. 

hh.  VA  Investigator.  A  VA  investigator  is  any  individual  who  conducts  research  approved 
by  the  VA  R&D  committee  while  acting  under  a  VA  appointment  on  VA  time,  including  full  and 
part-time  compensated  employees,  trainees,  without  compensation  (WOC)  employees,  and 
individuals  appointed  or  detailed  to  VA  under  the  Intergovernmental  Personnel  Act  (IPA)  of 
1970.  NOTE:  Contractors  cannot  be  VA  Investigators. 

ii.  VA  Research.  VA  research  is  research  that  is  conducted  by  VA  investigators  (serving  on 
compensated,  WOC,  or  IPA  appointments)  while  on  VA  time.  The  research  may  be  funded  by 
VA,  by  other  sponsors,  or  be  unfunded.  VA  research  must  have  R&D  Committee  approval. 
NOTE:  VA  research  is  discussed  in  VHA  Handbook  1200.01  and  VHA  Handbook  1200.2, 
Research  Business  Operations. 

5.  ASSURING  COMPLIANCE  WITH  THIS  POLICY: 

a.  Each  VA  facility  engaged  in  research  covered  by  this  Handbook  must  obtain  a  Eederal- 
wide  Assurance  (EWA)  prior  to  conducting  any  human  subjects  research.  The  10  is  the 
individual  legally  authorized  as  signatory  official  to  commit  an  institution  to  a  EWA.  NOTE: 

VA  facilities  filing  an  FWA  and  VA  Addendum  must  submit  applications  and  renewals  through 
the  Office  of  Research  Oversight  (ORO)  (see  VHA  Handbook  1058.03). 

b.  Responsibilities  of  the  Institutional  Official.  The  10  is  responsible  for  overseeing  the 
facility’s  research  program,  and  this  responsibility  cannot  be  delegated.  The  10  is  responsible 
for  the  creation  and  implementation  of  an  HRPP  for  research  involving  human  subjects.  The 
exact  composition  of  the  HRPP  depends  on  the  specific  facility,  the  resources  of  the  facility,  and 
the  type,  size,  and  complexity  of  its  research  program.  The  lO’s  responsibilities  for  the  facility’s 
HRPP  include,  but  are  not  limited  to: 
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(1)  Overseeing  the  R&D  Committee,  IRB,  and  other  applicable  subcommittees  of  the  R&D 
Committee,  facility  research  office,  and  all  VA  investigators  and  VA  research  staff  who  conduct 
human  subjects  research  at  that  facility. 

(2)  Delegating  authority  in  writing  for  respective  roles  and  responsibilities  for  the  HRPP. 
This  delegation  of  authority  must  provide  the  organizational  structure  and  ensure  leadership  for 
oversight  activities  for  all  human  subjects  research  conducted  at  or  by  the  facility. 

(3)  Ensuring  provision  of  adequate  resources  to  support  the  operations  of  the  HRPP. 

(4)  Ensuring  independence  of  the  IRB. 

(5)  Ensuring  that  a  procedure  is  in  place  to  review  and  approve  recruiting  documents,  flyers, 
and  advertisements  for  research  that  is  not  VA  research  prior  to  being  posted  or  distributed  in 
any  form  within  or  on  the  premises  of  a  VA  facility.  Posting  or  distributing  may  include 
announcing,  distributing,  publishing,  or  advertising  the  study  either  electronically,  by  hard  copy, 
or  other  means  to  anyone,  including  Veterans,  clinicians,  or  other  staff  (see  ORD  guidance  at 
http://www.research.va.gov/resources/policies/default.cfm). 

c.  All  research  subject  to  this  Handbook  must  be  reviewed  and  approved  by  an  IRB 
designated  in  the  facility’s  EWA  (the  IRB  of  Record),  and  will  be  subject  to  continuing  review 
and  oversight  by  the  IRB  of  Record.  NOTE:  Research  that  meets  the  exempt  categories  are  not 
subject  to  IRB  review  but  must  be  reviewed  by  the  R&D  Committee  (see  Appendix  A). 

d.  The  10  is  responsible  for  ensuring  that  any  IRB  designated  as  an  IRB  of  Record  for  the 
facility  is  established  in  accordance  with  the  requirements  of  this  Handbook  and  registered 
through  the  ORO  to  the  Office  for  Human  Research  Protections  (OHRP). 

(1)  The  facility’s  IRB(s)  of  Record  may  include  the  facility’s  own  IRB(s),  the  VHA  Central 
Office  IRB  (VA  Central  IRB),  an  IRB  of  another  VA  facility,  the  IRB(s)  of  its  affiliated  medical 
or  dental  school,  or  an  IRB  of  another  federal  agency;  and 

(2)  When  the  facility  engages  the  services  of  another  entity’s  IRB  as  its  IRB  of  Record,  the 
10  is  responsible  for: 

(a)  Establishing  and  signing  a  memorandum  of  understanding  (MOU)  or  Authorizing 
Agreement  with  other  VA  facilities  or  external  organization(s)  providing  IRB  services  (see  VHA 
Handbook  1058.03  and  MOU  Checklist:  http://www.va. gov/ORO/orochecklists . asp) ;  and 

(b)  Ensuring  that  at  least  two  VA-compensated  (minimum  1/8'^  full-time  employee 
equivalent)  staff  from  the  facility  are  appointed  as  voting  members  to  each  IRB  of  Record  except 
for  the  VA  Central  IRB  (see  VA  Central  IRB  Standard  Operating  Procedures  (SOP))  or  a  central 
IRB  of  another  federal  agency  (e.g..  National  Cancer  Institute  Central  IRB).  A  small  VA  facility 
with  fewer  than  ten  active  protocols  is  only  required  to  appoint  one  voting  member  and  one 
alternate  voting  member  to  ensure  consistent  representation.  NOTE:  At  least  one  VA  voting 
member  of  the  IRB  must  be  in  attendance  when  their  facility’ s  research  is  discussed  at  a 
convened  meeting. 
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(c)  Obtaining  approval  of  the  Chief  Research  and  Development  Officer  (CRADO)  if  the  VA 
facility  wants  to  establish  a  new  HRPP  or  change  their  IRB  of  Record. 

e.  A  VA  facility’s  own  internal  IRB  cannot  serve  as  an  IRB  of  Record  for  any  non-VA 
entity  except  a  DoD  facility  or  a  VA  NPC. 

f.  Research  funded  through  a  VA  NPC  is  considered  VA  research  and  the  NPC  must  use 
the  IRB(s)  of  Record  and  the  R&D  Committee  of  the  VA  facility  that  will  conduct  the  research 
(see  VHA  Handbook  1200.17). 

g.  Neither  the  VA  facility  nor  the  investigator  may  engage  the  services  of  another  IRB  for 
the  purposes  of  avoiding  the  requirements  or  determinations  of  the  IRB  of  Record. 

NOTE:  All  IRBs  regardless  of  the  type  described  above  must  meet  all  the  IRB  requirements 
described  in  this  Handbook. 

6.  IRB  MEMBERSHIP: 

a.  Each  IRB  must  have  at  least  five  voting  members  with  varying  backgrounds  to  promote 
complete  and  adequate  review  of  research  activities  commonly  conducted  by  the  institution(s) 
for  which  it  reviews  research.  The  IRB  must  be  sufficiently  qualified  through  the  experience  and 
expertise  of  its  members,  and  the  diversity  of  the  members,  including  consideration  of  race, 
gender,  and  cultural  backgrounds  and  sensitivity  to  such  issues  as  community  attitudes,  to 
promote  respect  for  its  advice  and  counsel  in  safeguarding  the  rights  and  welfare  of  human 
subjects.  In  addition  to  possessing  the  professional  competence  necessary  to  review  specific 
research  activities,  the  IRB  must  be  able  to  ascertain  the  acceptability  of  proposed  research  in 
terms  of  institutional  commitments  and  regulations,  applicable  local,  VA  and  other  federal 
requirements,  and  standards  of  government  ethics  and  professional  conduct  and  practice.  The 
IRB  shall  therefore  include  persons  knowledgeable  in  these  areas.  If  an  IRB  regularly  reviews 
research  that  involves  a  vulnerable  category  of  subjects,  such  as  children,  prisoners,  pregnant 
women,  or  physically  or  mentally  disabled  persons,  consideration  must  be  given  to  the  inclusion 
of  one  or  more  individuals  on  the  IRB  who  are  knowledgeable  about  and  are  experienced  in 
working  with  these  subjects.  IRBs  serving  VA  should  also  consider  including  a  Veteran  or 
Veteran’s  representative. 

b.  Every  nondiscriminatory  effort  should  be  made  to  ensure  that  no  IRB  consists  entirely  of 
men  or  entirely  of  women,  including  the  institution's  consideration  of  qualified  persons  of  both 
sexes,  so  long  as  no  selection  is  made  to  the  IRB  on  the  basis  of  gender.  No  IRB  may  consist 
entirely  of  voting  members  of  one  profession. 

c.  Each  IRB  must  include  at  least  one  voting  member  whose  primary  concerns  are  in 
scientific  areas  and  at  least  one  member  whose  primary  concerns  are  in  nonscientific  areas. 
Physicians,  dentists,  nurses,  pharmacists,  social  workers,  other  clinicians,  statisticians,  and  allied 
health  professionals  are  considered  to  be  scientists. 

d.  Each  IRB  must  include  at  least  one  voting  member  who  is  not  otherwise  affiliated  with 
the  institution  and  who  is  not  part  of  the  immediate  family  of  a  person  who  is  affiliated  with  the 
institution.  Retired  VA  employees  who  are  receiving  VA  retirement  benefits  are  considered  to 
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be  affiliated  when  they  are  members  of  a  VA  IRB.  NOTE:  Veterans  who  receive  their  care  at 
the  facility,  but  have  never  been  employed  by  VA,  would  not  be  considered  affiliated. 

e.  No  IRB  may  have  a  member  participate  in  the  IRB's  initial  or  continuing  review  of  any 
project  in  which  the  member  has  a  conflicting  interest,  except  to  provide  information  requested 
by  the  IRB. 

f.  An  IRB  may,  in  its  discretion,  invite  individuals  with  competence  in  special  areas  to 
assist  in  the  review  of  issues  which  require  expertise  beyond  or  in  addition  to  that  available  on 
the  IRB.  These  individuals  may  not  vote  with  the  IRB. 

g.  VA  facilities  must  maintain  accurate  membership  rosters  for  their  designated  IRB(s)  of 
Record  and  submit  the  roster(s)  to  ORO  as  required  by  VHA  Handbook  1058.03.  The  roster 
must  list  IRB  members  identified  by  name,  earned  degrees,  representative  capacity,  indications 
of  experience  such  as  board  certifications,  licenses,  etc.,  sufficient  to  describe  each  member's 
primary  anticipated  contributions  to  IRB  deliberations,  and  any  employment  or  other  relationship 
between  each  member  and  the  institution  (e.g.,  full-time  employee,  part-time  employee,  member 
of  governing  panel  or  board,  paid  or  unpaid  consultant). 

h.  VA  facility  research  office  staff  including,  but  not  limited  to,  the  ACOS  for  R&D,  the 
AO  for  R&D,  and  IRB  administrative  staff  may  not  serve  as  voting  members  of  the  facility’s 
IRB.  They  may  serve  as  ex  officio,  non- voting  members;  however,  they  and  the  IRB  must  be 
sensitive  to  any  potential,  actual,  apparent,  or  perceived  conflicts  of  interest  and  appropriately 
manage  such  conflicts.  NOTE:  Ex  officio  members  are  for  purposes  of  this  Handbook  not 
allowed  to  be  voting  members  of  the  IRB. 

i.  Research  Compliance  Officers  (RCOs)  may  act  as  consultants  to  the  facility’s  IRB,  but 
may  not  serve  as  voting  or  non-voting  members  of  the  IRB.  RCOs  may  attend  IRB  meetings 
when  requested  by  the  IRB  or  as  specified  by  the  IRB’s  standard  operating  procedures  (SOPs). 
RCO’s  must  be  aware  of  and  manage  any  potential,  actual,  apparent,  or  perceived  conflicts  of 
interest  that  arise  because  of  their  role.  NOTE:  RCOs  are  further  discussed  in  VHA  Handbook 
1058.01. 

j.  The  Privacy  Officer  (PO)  and  the  Information  Security  Officer  (ISO)  serve  in  an  advisory 
capacity  to  the  facility’s  IRB  as  either  non-voting  members  or  as  consultants  (see  paragraph  22 
for  specific  roles  and  responsibilities). 

k.  Facility  Directors,  their  administrative  staff,  COS,  other  facility  senior  administrators 
such  as  Associate  or  Assistant  Directors  or  Chief  Nurse,  and  NPC  Administrative  Staff  may 
observe  IRB  meetings,  but  may  not  serve  as  voting  or  non-voting  members  of  the  facility’s  IRB. 

l.  If  alternate  members  are  appointed  to  the  facility’s  IRB,  the  IRB's  written  procedures 
must  describe  the  appointment  and  function  of  alternate  members,  and  the  IRB  membership 
roster  must  identify  by  name  the  primary  member(s)  for  whom  each  alternate  member  may 
substitute.  The  alternate  members  must  have  qualifications  similar  to  the  member  they  replace. 

m.  The  10  appoints  IRB  voting  members  in  writing.  Appointment  procedures  for  ex  officio, 
non-voting  members  are  made  according  to  local  SOPs  and  any  other  applicable  VA 
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requirements.  Voting  members  of  VA  IRBs  and  VA  representatives  to  external  IRB(s)  of 
Record  are  appointed  for  a  period  of  up  to  3  years.  They  may  be  re-appointed  to  new  terms  of  up 
to  3  years  without  a  break  in  service  at  the  end  of  each  term.  NOTE:  There  are  not  a  maximum 
number  of  terms  for  IRB  members  as  long  as  the  composition  of  the  IRB  meets  all  requirements. 

n.  The  Chair,  Co-Chair(s),  and  Vice  Chair(s)  of  a  VA-operated  IRB  must  be  paid  VA 
employees  (i.e.,  not  holding  a  WOC  or  IPA  appointment  at  VA).  NOTE:  This  does  not  apply  to 
IRBs  of  record  external  to  the  VA. 

(1)  There  may  be  one  IRB  Chair,  Co-chairs,  or  a  Chair  and  Vice  Chair(s).  Each  may  serve  as 
a  voting  member  of  the  IRB  pursuant  to  IRB  SOPs. 

(2)  The  Chair  and,  when  applicable,  Co-chair(s)  or  Vice  Chair(s),  are  appointed  by  the  10  for 
a  term  of  up  to  3  years,  and  may  be  re-appointed  indefinitely. 

7.  IRB  FUNCTIONS  AND  OPERATIONS: 

a.  Standard  Operating  Procedures.  The  IRB  must  establish  written  SOPs  that  include, 
but  are  not  limited  to  procedures  for: 

(1)  Conducting  initial  and  continuing  review  of  research  and  reporting  findings  and  actions 
to  the  investigator  and  to  the  R&D  Committee; 

(2)  Determining  which  projects  require  review  more  often  than  annually  and  which  projects 
need  verification  from  sources  other  than  the  investigators  that  no  material  changes  have 
occurred  since  previous  IRB  review; 

(3)  Ensuring  prompt  reporting  by  an  investigator  to  the  IRB  of  proposed  changes  in  a 
research  activity,  and  ensuring  that  such  changes  in  approved  research,  during  the  period  for 
which  IRB  approval  has  already  been  given,  are  not  initiated  without  IRB  review  and  approval 
except  when  necessary  to  eliminate  apparent  immediate  hazards  to  the  subject; 

(4)  Ensuring  prompt  reporting  to  the  IRB,  appropriate  institutional  officials,  and  ORO  of:  (i) 
any  unanticipated  problems  involving  risks  to  subjects  or  others  or  any  serious  or  continuing 
noncompliance  with  this  policy  or  the  requirements  or  determinations  of  the  IRB  and  (ii)  any 
suspension  or  termination  of  IRB  approval.  NOTE:  Requirements  for  reporting  to  ORO  are 
discussed  in  VHA  Handbook  1058.01; 

(5)  Determining  whether  a  study  meets  the  criteria  in  Appendix  A  for  exemption  from  the 
requirements  of  the  Common  Rule.  NOTE:  The  investigator  may  not  self-certify  that  a  study  is 
exempt.  The  R&D  Committee  or  another  subcommittee  of  the  R&D  Committee  must  be 
responsible  for  initial  and  continuing  oversight  of  the  exempt  research  (see  VHA  Handbook 
1200.01); 

(6)  Observing,  or  having  a  third  party  observe,  research  activities,  including  the  informed 
consent  process,  when  the  IRB  determines  this  to  be  appropriate; 
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(7)  Conducting  expedited  review  and  reporting  findings  and  actions  to  the  IRB,  R&D 
Committee,  and  investigator;  and 

(8)  Training  and  education  of  the  IRB  Chair,  voting  members,  and  alternates  in  human 
subjects  protections,  ethics,  and  regulatory  requirements. 

NOTE:  When  the  IRB  of  Record  is  that  of  the  academic  affiliate,  the  SOPs  related  to  the  review 
ofVA  research  for  all  affiliate  IRBs  reviewing  VA  research  must  be  consistent  with  this 
Handbook  and  all  regulations  applicable  to  VA  research. 

b.  IRB  Functions.  Except  when  an  expedited  review  procedure  is  used  (see  paragraph  9), 
the  IRB  must  review  proposed  VA  research  at  convened  meetings  at  which  a  majority  of  the 
voting  members  (quorum)  of  the  IRB  are  present,  including  at  least  one  member  whose  primary 
concerns  are  in  nonscientific  areas.  In  order  for  the  research  to  be  approved,  it  must  receive  the 
approval  of  a  majority  of  those  members  present  at  the  meeting. 

(1)  The  IRB  may  vote  to  approve,  require  modifications  in  (to  secure  approval),  or 
disapprove  a  protocol. 

(2)  The  IRB  determines  the  approval  period  (not  to  exceed  1  year)  and  whether  verification 
should  be  required  from  sources  other  than  the  investigators  that  no  substantive  modifications 
have  occurred  since  previous  IRB  review. 

(3)  The  IRB’s  review  includes  a  review  of  the  research  protocol,  the  application  to  the  IRB, 
and  all  other  relevant  documents  (e.g.,  informed  consent  forms,  surveys,  advertising  materials, 
HIPAA  authorization,  and  investigator’s  brochure)  submitted  to  the  IRB. 

(4)  A  quorum  must  be  present  during  the  review  and  approval  of  the  study.  If  the  required 
number  and  type  of  voting  members  are  not  present  at  any  point  during  a  meeting,  a  quorum 
must  be  restored  before  any  discussion  of,  or  action  on,  issues  requiring  a  vote  may  occur. 

c.  IRB  Minutes.  Minutes  of  IRB  meetings  shall  be  in  sufficient  detail  to  show  attendance 
at  the  meetings;  actions  taken  by  the  IRB;  the  vote  on  these  actions  including  the  number  of 
members  voting  for,  against,  and  abstaining;  the  basis  for  requiring  changes  in  or  disapproving 
research;  and  a  written  summary  of  the  discussion  of  controverted  issues  and  their  resolution. 

(1)  For  protocols  reviewed  by  the  convened  IRB,  the  IRB  minutes  shall  document  that  the 
IRB  determined  that  all  of  the  criteria  for  approval  of  the  research  (see  paragraph  10)  were 
satisfied. 

(2)  If  the  IRB  approves  a  consent  procedure  which  does  not  include,  or  which  alters,  any  of 
the  elements  of  informed  consent  (see  paragraph  15. e.),  or  waives  the  requirement  to  obtain  a 
signed  informed  consent  document  (see  paragraph  16. c.),  it  must  document  that  all  criteria  for 
the  waiver  have  been  satisfied. 

(3)  IRB  minutes  must  be  submitted  to  the  R&D  Committee  in  accordance  with  local  SOPs. 
When  an  affiliate  IRB  is  the  IRB  of  Record,  the  affiliate  may  either: 


11 


VHA  HANDBOOK  1200.05 


November  12,  2014 


(a)  Provide  VA  with  unredacted  copies  of  meeting  minutes,  or 

(b)  Provide  VA  with  redacted  copies  of  meeting  minutes  and  permit  relevant  VA  personnel 
(including,  but  not  limited  to,  ORO  staff,  local  VA  Research  Office  staff,  local  RCOs,  and  R&D 
Committee  members)  to  review  the  unredacted  meeting  minutes  within  two  business  days  of  a 
written  request  from  VA.  Such  review  may  occur  at  the  affiliate  site  during  normal  business 
hours,  or  as  otherwise  mutually  acceptable  to  VA  and  the  affiliate. 

8.  IRB  REVIEW  OF  RESEARCH:  An  institution’s  IRB  of  Record  shall: 

a.  Review  and  have  authority  to  approve,  require  modifications  in  (to  secure  approval),  or 
disapprove  all  research  activities  covered  by  this  Handbook; 

b.  Require  that  information  given  to  subjects  as  part  of  informed  consent  is  in  accordance 
with  paragraph  15  of  this  Handbook.  The  IRB  may  require  that  information,  in  addition  to  that 
specifically  mentioned  in  paragraph  15  of  this  Handbook,  be  given  to  the  subjects  when  in  the 
IRB's  judgment  the  information  would  meaningfully  add  to  the  protection  of  the  rights  and 
welfare  of  subjects; 

c.  Require  documentation  of  informed  consent  or  waive  documentation  in  accordance  with 
paragraph  16  of  this  Handbook; 

d.  Notify  investigators  and  the  R&D  Committee  in  writing  of  its  decision  to  approve  or 
disapprove  the  proposed  research  activity,  or  of  modifications  required  to  secure  IRB  approval  of 
the  research  activity.  If  the  IRB  decides  to  disapprove  a  research  activity,  it  shall  include  in  its 
written  notification  a  statement  of  the  reasons  for  its  decision  and  give  the  investigator  an 
opportunity  to  respond  in  person  or  in  writing; 

e.  Conduct  continuing  review  of  research  covered  by  this  policy  at  intervals  appropriate  to 
the  degree  of  risk,  but  not  less  than  once  per  year;  and 

f.  Have  authority  to  observe  or  have  a  third  party  observe  the  consent  process  and  the 
research. 

9.  EXPEDITED  REVIEW: 

a.  An  IRB  may  use  the  expedited  review  process  to  review  either  or  both  of  the  following: 

(1)  Any  of  the  categories  of  research  described  in  Appendix  B  and  found  by  the  reviewer(s) 
to  involve  no  more  than  minimal  risk;  and 

(2)  Minor  changes  in  previously  approved  research  during  the  period  for  which  approval  is 
authorized. 

b.  In  the  expedited  review  process,  the  IRB  Chair  may  carry  out  the  review  or  delegate  the 
review  to  one  or  more  experienced  reviewers  from  among  voting  IRB  members. 
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c.  The  reviewers  may  exercise  all  of  the  authorities  of  the  IRB  except  that  the  reviewers 
may  not  disapprove  the  research.  A  research  activity  may  be  disapproved  only  after  review  in 
accordance  with  the  non-expedited  procedure  set  forth  in  paragraph  8. 

d.  The  decision  and  the  expedited  review  eligibility  category  must  be  included  in  the  IRB 
minutes  of  the  next  available  convened  IRB  meeting  and  in  the  written  notification  to  the 
investigator  and  R&D  Committee. 

10.  CRITERIA  FOR  IRB  APPROVAL: 

a.  In  order  to  approve  research  covered  by  this  Handbook  the  IRB  must  determine  that  all  of 
the  following  requirements  are  satisfied: 

(1)  Risks  to  human  subjects  are  minimized  in  the  following  ways: 

(a)  By  using  procedures  that  are  consistent  with  sound  research  design  and  that  do  not 
unnecessarily  expose  subjects  to  risk;  and 

(b)  Whenever  appropriate,  are  already  being  performed  on  the  subjects  for  diagnostic  or 
treatment  purposes.  NOTE:  The  IRB  must  document  its  determination  on  the  level  of  risk  either 
in  the  IRB  minutes  or  the  written  communication  to  the  investigator, 

(2)  Risks  to  subjects  are  reasonable  in  relation  to  anticipated  benefits,  if  any,  and  the 
importance  of  the  knowledge  that  may  be  reasonably  expected  to  result.  In  evaluating  risks  and 
benefits,  the  IRB  should  consider  only  those  risks  and  benefits  that  may  result  from  the  research 
(as  distinguished  from  risks  and  benefits  the  subjects  would  receive  even  if  not  participating  in 
the  research).  The  IRB  is  not  to  consider  possible  long-range  effects  of  applying  knowledge 
gained  in  the  research  (for  example,  the  possible  effects  of  the  research  on  public  policy)  as 
among  those  research  risks  that  fall  within  the  purview  of  its  responsibility; 

(3)  Selection  of  subjects  is  equitable.  In  making  this  assessment,  the  IRB  takes  into  account 
the  purposes  of  the  research  and  the  setting  in  which  the  research  is  to  be  conducted  and  should 
be  particularly  cognizant  of  the  special  problems  of  research  involving  vulnerable  populations, 
such  as  children,  prisoners,  pregnant  women,  physically  or  mentally-disabled  persons,  and 
economically  or  educationally  disadvantaged  persons; 

(4)  Informed  consent  will  be  sought  from  each  prospective  subject  or  the  subject’s  legally 
authorized  representative,  in  accordance  with,  and  to  the  extent  required  by  paragraph  15; 

(5)  Informed  consent  will  be  appropriately  documented,  in  accordance  with,  and  to  the  extent 
required  by  paragraph  16; 

(6)  When  appropriate,  the  research  protocol  makes  adequate  provision  for  monitoring  the 
data  collected  to  ensure  the  safety  of  subjects;  and 

(7)  When  appropriate,  there  are  adequate  provisions  to  protect  the  privacy  of  subjects  and  to 
maintain  the  confidentiality  of  data. 
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b.  When  some  or  all  of  the  subjects  are  likely  to  be  vulnerable  to  coercion  or  undue 
influence,  such  as  children,  prisoners,  physically  or  mentally-disabled  persons,  or  educationally 
or  economically  disadvantaged  persons,  or  require  special  considerations  such  as  pregnant 
women,  the  protocol  must  include  additional  safeguards  to  protect  the  rights  and  welfare  of  these 
subjects. 

c.  VA  also  requires  the  following  criteria  to  be  met: 

(1)  Privacy  and  confidentiality  provisions  must  take  into  consideration  the  requirements  of 
Standards  for  Privacy  of  Individually-Identifiable  Health  Information  (HIPAA  Privacy  Rule),  45 
CFR  Parts  160  and  164,  and  other  laws  regarding  protection  and  use  of  Veterans’  and  others 
information,  including  the  Privacy  Act  of  1974,  5  U.S.C.  552a;  VA  Claims  Confidentiality 
Statute,  38  U.S.C.  5701;  Confidentiality  of  Drug  Abuse,  Alcoholism  and  Alcohol  Abuse, 
Infection  with  Human  Immunodeficiency  Virus  (HIV),  and  Sickle  Cell  Anemia  Medical 
Records,  38  U.S.C.  7332;  and  Confidentiality  of  Healthcare  Quality  Assurance  Review  Records, 
38  U.S.C.  5705  (see  VHA  Handbook  1605.1); 

(2)  Relevance  of  the  research  to  the  mission  of  VA  and  the  Veteran  population  that  it  serves 
must  be  considered  by  the  IRB.  If  non- Veterans  will  be  included,  the  protocol  and  related 
materials  must  justify  the  inclusion  of  non-Veterans;  and 

(3)  The  IRB  must  ensure  that  mechanisms  are  implemented  to  manage,  reduce,  or  eliminate 
potential,  actual,  or  perceived  conflicts  of  interest  related  to  all  aspects  of  the  research,  including 
financial  interests,  clinical  roles  (for  example,  investigator-patient  relationships),  and  other 
professional  or  personal  roles. 

11.  REVIEW  BY  INSTITUTION: 

a.  Research  that  has  been  approved  by  the  IRB  may  be  subject  to  further  appropriate  review 
and  approval  or  disapproval  by  officials  of  the  institution,  but  those  officials  may  not  approve 
human  subjects  research  if  it  has  not  been  approved  by  the  IRB. 

b.  An  IRB-approved  research  activity  may  be  disapproved  by  the  10,  the  R&D  Committee, 
or  ORD.  If  a  research  activity  is  disapproved  by  the  IRB,  or  modifications  to  the  research  are 
required  by  the  IRB,  the  disapproval  or  need  for  modification  cannot  be  overruled  by  any  other 
authority  (e.g.,  10  or  R&D  Committee). 

c.  The  R&D  Committee  must  provide  the  final  approval  before  the  research  can  be  initiated 
in  accordance  with  VHA  Handbook  1200.01. 

12.  SUSPENSION  OR  TERMINATION  OF  IRB  APPROVAL:  The  IRB  has  authority  to 
suspend  or  terminate  approval  of  research  that  is  not  being  conducted  in  accordance  with  the 
IRB’s  requirements,  or  that  has  been  associated  with  unexpected  serious  harm  to  subjects.  Any 
suspension  or  termination  of  approval  must  include  a  statement  of  the  reasons  for  the  IRB’s 
action  and  must  be  reported  promptly  to  the  investigator,  appropriate  IO(s),  ORO  (in  accordance 
with  VHA  Handbook  1058.01),  and  appropriate  federal  agencies  according  to  applicable  local, 
VA,  and  other  federal  requirements.  NOTE:  The  R&D  Committee  and  the  10  also  have 
authority  to  suspend  or  terminate  their  approval  of  research  (see  Handbook  1200.01 ). 
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13.  COLLABORATIVE  RESEARCH:  This  section  addresses  collaborations  between  VA 
and  non-VA  investigators.  Collaboration  is  encouraged  when  VA  investigators  have  a 
substantive  role  in  the  design,  conduct,  and/or  analysis  of  the  research.  VA  may  also  serve  as  a 
Coordinating  Center  for  collaborative  studies.  NOTE:  For  purposes  of  this  Handbook, 
collaborative  studies  do  not  include  studies  conducted  under  a  CRADA  with  pharmaceutical 
companies  or  other  for-profit  entities. 

a.  IRB  of  Record  Approval.  Each  institution  is  responsible  for  safeguarding  the  rights  and 
welfare  of  human  subjects  and  providing  oversight  of  the  research  activities  conducted  at  that 
institution. 

(1)  Each  collaborating  institution  engaged  in  human  subjects  research  must  obtain  approval 
from  its  IRB  of  Record  and  hold  a  EWA  or  another  assurance  acceptable  to  VA,  e.g.  DoD 
assurance. 

(2)  VA  investigators  must  submit  a  protocol  or  other  documentation  to  their  VA  IRB  of 
Record  that  delineates  which  research  activities  will  be  conducted  by  VA. 

(3)  Each  institution  engaged  in  the  collaborative  research  must  use  the  informed  consent 
document  and  HIPAA  authorization  required  by  their  respective  institutional  policies  for  subjects 
recruited  from  that  institution,  or  procedures  requiring  participation  of  the  subject  at  that 
institution.  The  informed  consent  document  may  contain  information  on  the  project  as  a  whole 
as  long  as  the  document  clearly  describes  which  procedures  will  be  performed  at  VA  and  which 
will  be  performed  at  other  institutions. 

(a)  The  VA  informed  consent  document  must  clearly  state  when  procedures  mentioned  at 
other  institutions  are  part  of  the  VA’s  portion  of  the  study. 

(b)  The  informed  consent  document  and  HIPAA  authorization  must  be  consistent  and 
include  information  describing  the  following: 

1^  PHI  to  be  collected  and/or  used  by  the  VA  research  team; 

T  PHI  to  be  disclosed  to  the  other  institutions;  and 

T  Purpose  for  which  the  PHI  may  be  used. 

(c)  Waivers.  PHI  obtained  in  research  for  which  the  IRB  of  Record  has  waived  the 
requirements  to  obtain  a  HIPAA  authorization  and  a  signed  informed  consent  document  may  not 
be  disclosed  outside  VA  unless  the  VA  facility  Privacy  Officer  ensures  and  documents  VA’s 
authority  to  disclose  the  PHI  to  another  institution.  A  waiver  of  HIPAA  authorization  is  not 
sufficient  to  fulfill  the  requirements  of  other  applicable  privacy  regulations  such  as  the  Privacy 
Act  of  1974  (5  U.S.C.  552a). 

b.  Research  Data.  The  protocol,  addendum,  and/or  IRB  of  Record  application  must 
describe  the  data  to  be  disclosed  to  collaborators,  the  entity(ies)  to  which  the  data  are  to  be 
disclosed,  and  how  the  data  are  to  be  transmitted.  This  includes  data  from  individual  subjects  as 
well  as  other  data  developed  during  the  research  such  as  the  analytic  data  and  the  aggregate  data. 
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(1)  Each  VA  facility  must  retain  a  complete  record  of  all  data  obtained  during  the  VA 
portion  of  the  research  in  accordance  with  privacy  requirements,  the  Federal  Records  Act,  and 
VHA  Records  Control  Schedule  (RCS)  10-1. 

(2)  All  disclosures  and  data  transmission  must  meet  privacy  and  security  requirements  per 
VA  Directive  6500,  VA  Handbook  6500,  and  VHA  Handbook  1605.1. 

c.  Written  agreements.  Collaborative  research  involving  non-VA  institutions  may  not  be 
undertaken  without  a  signed  written  agreement  (e.g.,  a  CRADA  or  a  Data  Use  Agreement 
(DUA))  that  addresses  such  issues  as  the  responsibilities  of  each  party,  the  ownership  of  the  data, 
and  the  reuse  of  the  data  for  other  research.  NOTE:  Any  reuse  must  be  consistent  with  the 
protocol,  the  informed  consent  document,  and  the  HIPAA  authorization. 

14.  IRB  RECORDS: 

a.  An  institution,  or  when  appropriate  an  IRB,  shall  prepare  and  maintain  adequate 
documentation  of  IRB  activities,  including  the  following: 

(1)  Copies  of  all  research  protocols  reviewed,  scientific  evaluations,  if  any,  that  accompany 
the  proposals,  approved  consent  documents,  progress  reports  submitted  by  investigators,  and 
reports  of  injuries  to  subjects; 

(2)  Minutes  of  IRB  meetings  as  described  in  paragraph  7.c.; 

(3)  Records  of  continuing  review  activities; 

(4)  Copies  of  all  correspondence  between  the  IRB  and  the  investigators; 

(5)  A  roster  of  IRB  members  in  the  same  detail  as  described  in  paragraph  6.g.  IRB  records 
must  include  a  resume  or  Curriculum  Vitae  for  each  voting  IRB  member  that  is  updated  at  the 
time  of  appointment  or  reappointment; 

(6)  Written  procedures  for  the  IRB  in  the  same  detail  as  described  in  paragraph  7. a.;  and 

(7)  Statement  of  significant  new  findings  provided  to  subjects,  as  required  by  paragraph 

15. d.(5). 

b.  All  records  must  be  accessible  for  inspection  and  copying  by  authorized  representatives 
of  VA,  ORO,  OHRP,  FDA,  and  other  authorized  entities  at  reasonable  times  and  in  a  reasonable 
manner.  Records  should  be  disposed  in  accordance  with  VHA  RCS  10-1. 

c.  IRB  records  are  the  property  and  the  responsibility  of  the  local  research  office.  The  local 
VA  facility  must  designate  where  the  records  will  be  maintained  or  stored.  NOTE:  Records  of 
an  affiliate  IRB  are  addressed  in  the  MOU  (see paragraph  5.d.(2)(a)  and  VHA  Handbook 
1058.03).  The  MOU  must  ensure  that  all  applicable  federal  and  VA  regulations  are  met. 
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15.  GENERAL  REQUIREMENTS  FOR  INFORMED  CONSENT: 

a.  General  Requirements.  Except  as  provided  elsewhere  in  this  policy,  no  investigator 
may  involve  a  human  being  as  a  subject  in  research  covered  by  this  policy  unless  the  investigator 
has  obtained  the  legally  effective  informed  consent  of  the  subject  or  the  subject's  legally 
authorized  representative.  An  investigator  shall  seek  such  consent  only  under  circumstances  that 
provide  the  prospective  subject  or  the  representative  sufficient  opportunity  to  consider  whether 
or  not  to  participate  and  that  minimize  the  possibility  of  coercion  or  undue  influence. 

(1)  The  information  that  is  given  to  the  subject  or  the  representative  must  be  in  language 
understandable  to  the  subject  or  the  representative. 

(2)  No  informed  consent  process,  whether  oral  or  written,  may  include  any  exculpatory 
language  through  which  the  subject  or  the  representative  is  made  to  waive,  or  appear  to  waive, 
any  of  the  subject's  legal  rights,  or  releases  or  appears  to  release,  the  investigator,  the  sponsor, 
the  institution  or  its  agents  from  liability  for  negligence. 

b.  Basic  Elements  of  Informed  Consent.  Except  as  provided  in  paragraph  15. e.,  in 
seeking  informed  consent  the  following  information  must  be  provided  to  each  subject: 

(1)  A  statement  that  the  study  involves  research,  an  explanation  of  the  purposes  of  the 
research  and  the  expected  duration  of  the  subject's  participation,  a  description  of  the  procedures 
to  be  followed,  and  identification  of  any  procedures  that  are  experimental; 

(2)  A  description  of  any  reasonably  foreseeable  risks  or  discomforts  to  the  subject; 

(3)  A  description  of  any  benefits  to  the  subject  or  to  others  that  may  reasonably  be  expected 
from  the  research; 

(4)  A  disclosure  of  appropriate  alternative  procedures  or  courses  of  treatment,  if  any,  that 
might  be  advantageous  to  the  subject; 

(5)  A  statement  describing  the  extent,  if  any,  to  which  confidentiality  of  records  identifying 
the  subject  will  be  maintained; 

(6)  An  explanation  as  to  whether  any  compensation  is  available,  and  an  explanation  as  to 
whether  any  medical  treatments  are  available  if  injury  occurs  and,  if  so,  what  they  consist  of,  or 
where  further  information  may  be  obtained  (see  paragraph  25); 

(7)  An  explanation  of  whom  to  contact  for  answers  to  pertinent  questions  about  the  research 
and  research  subjects'  rights,  and  whom  to  contact  in  the  event  of  research-related  injury  to  the 
subject;  and 

(8)  A  statement  that  participation  is  voluntary,  refusal  to  participate  involves  no  penalty  or 
loss  of  benefits  to  which  the  subject  is  otherwise  entitled,  and  that  the  subject  may  discontinue 
participation  at  any  time  without  penalty  or  loss  of  benefits  to  which  the  subject  is  otherwise 
entitled. 
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c.  Additional  Elements  Required  by  VA.  The  following  additional  elements  of  informed 
consent  are  required  for  VA  research: 

(1)  Any  payments  the  subject  is  to  receive  for  participating  in  the  study; 

(2)  Any  real  or  apparent  conflict  of  interest  by  investigators  where  the  research  will  be 
performed;  and 

(3)  A  statement  that  VA  will  provide  treatment  for  research  related  injury  in  accordance  with 
applicable  federal  regulations  (see  paragraph  25). 

d.  Additional  Elements  of  Informed  Consent.  When  appropriate,  one  or  more  of  the 
following  elements  of  information  shall  also  be  provided  to  each  subject: 

(1)  A  statement  that  the  particular  treatment  or  procedure  may  involve  risks  to  the  subject  (or 
to  the  embryo  or  fetus,  if  the  subject  is  or  becomes  pregnant)  that  are  currently  unforeseeable; 

(2)  Anticipated  circumstances  under  which  the  subject's  participation  may  be  terminated  by 
the  investigator  without  regard  to  the  subject's  consent; 

(3)  Any  additional  costs  to  the  subject  that  may  result  from  participation  in  the  research; 

(4)  The  consequences  of  a  subject's  decision  to  withdraw  from  the  research  and  procedures 
for  orderly  and  safe  termination  of  participation  by  the  subject; 

(5)  A  statement  that  any  significant  new  findings  developed  during  the  course  of  the  research 
that  may  relate  to  the  subject’s  willingness  to  continue  participation  will  be  provided  to  the 
subject; 

(6)  The  approximate  number  of  subjects  to  be  entered  in  the  study;  and 

(7)  When  appropriate,  a  statement  that  informs  VA  research  subjects  that  they  or  their 
insurance  will  not  be  charged  for  any  costs  related  to  the  research.  NOTE:  Some  Veterans  are 
required  to  pay  copayments  for  medical  care  and  services  specifically  related  to  their  medical 
care  provided  by  VA.  These  co-payment  requirements  will  continue  to  apply  to  medical  care  and 
services  that  are  not  part  of  the  research  procedures  or  interventions. 

e.  Waiver  or  Alteration  of  Informed  Consent.  The  IRB  may  approve  an  informed 
consent  procedure  that  does  not  include,  or  that  alters,  some  or  all  of  the  elements  of  informed 
consent  set  forth  above,  or  waive  the  requirement  to  obtain  informed  consent  provided  that: 

(1)  The  IRB  finds  and  documents  that  the  research  or  demonstration  project  is  to  be 
conducted  by  or  subject  to  the  approval  of  state  or  local  government  officials  and  is  designed  to 
study,  evaluate,  or  otherwise  examine: 

(a)  Public  benefit  or  service  programs  (also  see  Appendix  A,  paragraph  6);  procedures  for 
obtaining  benefits  or  services  under  those  programs,  possible  changes  in  or  alternatives  to  those 
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programs  or  procedures,  or  possible  changes  in  methods  or  levels  of  payment  for  benefits  or 
services  under  those  programs;  and 

(b)  The  research  could  not  practicably  be  carried  out  without  the  waiver  or  alteration;  or 

(2)  The  IRB  finds  and  documents  that: 

(a)  The  research  involves  no  more  than  minimal  risk  to  the  subjects; 

(b)  The  waiver  or  alteration  will  not  adversely  affect  the  rights  and  welfare  of  the  subjects; 

(c)  The  research  could  not  practicably  be  carried  out  without  the  waiver  or  alteration;  and 

(d)  Whenever  appropriate,  the  subjects  will  be  provided  with  additional  pertinent  information 
after  participation. 

f.  The  informed  consent  requirements  in  this  Handbook  are  not  intended  to  preempt  any 
applicable  federal,  state,  or  local  laws  that  require  additional  information  to  be  disclosed  in  order 
for  informed  consent  to  be  legally  effective. 

g.  Nothing  in  this  policy  is  intended  to  limit  the  authority  of  a  physician  to  provide 
emergency  medical  care  to  the  extent  that  the  physician  is  permitted  to  do  so  under  applicable 
federal,  state,  or  local  law. 

16.  DOCUMENTATION  OF  INFORMED  CONSENT: 

a.  Except  as  provided  in  paragraph  16.c.,  informed  consent  shall  be  documented  by  the  use 
of  a  written  consent  form  approved  by  the  IRB  and  signed  by  the  subject  or  the  subject's  EAR. 

A  copy  shall  be  given  to  the  person  signing  the  form. 

b.  Except  as  provided  in  paragraph  16.d.,  the  informed  consent  document  may  be  either  of 
the  following: 

(1)  A  written  consent  document  that  embodies  the  elements  of  informed  consent  described  in 
paragraph  15.  This  form  may  be  read  to  the  subject  or  the  subject's  legally  authorized 
representative,  but  in  any  event,  the  investigator  shall  give  either  the  subject  or  the  representative 
adequate  opportunity  to  read  it  before  it  is  signed;  or 

(2)  A  short  form  written  consent  document  stating  that  the  elements  of  informed  consent 
required  in  paragraph  15  have  been  presented  orally  to  the  subject  or  the  subject's  legally 
authorized  representative.  When  this  method  is  used,  there  shall  be  a  witness  to  the  oral 
presentation.  Also,  the  IRB  shall  approve  a  written  summary  of  what  is  to  be  said  in  the  oral 
presentation  to  the  subject  or  the  representative.  Only  the  short  form  itself  is  to  be  signed  by  the 
subject  or  the  representative.  However,  the  witness  shall  sign  both  the  short  form  and  a  copy  of 
the  summary,  and  the  person  actually  obtaining  consent  shall  sign  a  copy  of  the  summary.  A 
copy  of  the  summary  shall  be  given  to  the  subject  or  the  representative,  in  addition  to  a  copy  of 
the  short  form.  NOTE:  The  IRB  cannot  waive  the  requirement  for  a  witness  or  witness 
signature  when  the  short  form  consent  is  used. 
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c.  The  IRB  may  waive  the  requirement  for  the  investigator  to  obtain  a  signed  consent 
document  for  some  or  all  subjects  if  it  finds  either: 

(1)  That  the  only  record  linking  the  subject  and  the  research  is  the  consent  document  and  the 
principal  risk  is  potential  harm  resulting  from  a  breach  of  confidentiality.  Each  subject  will  be 
asked  whether  the  subject  wants  documentation  linking  the  subject  with  the  research,  and  the 
subject’s  wishes  will  govern;  or 

(2)  That  the  research  presents  no  more  than  minimal  risk  of  harm  to  subjects  and  involves  no 
procedures  for  which  written  consent  is  normally  required  outside  of  the  research  context. 

d.  In  cases  in  which  the  documentation  requirement  is  waived,  IRB  may  require  the 
investigator  to  provide  subjects  with  a  written  statement  regarding  the  research. 

e.  VA-spedfic  Requirements. 

(1)  The  consent  form  must  be  the  most  recent  IRB-approved  consent  form  that  includes  all 
the  required  elements  and,  as  appropriate,  additional  elements.  The  IRB  approval  must  be 
documented  on  the  consent  form  indicating  the  date  of  approval. 

(2)  The  informed  consent  document  must  be  signed  and  dated  by: 

(a)  The  subject  or  the  subject's  EAR;  and 

(b)  The  person  obtaining  the  informed  consent.  However,  the  IRB  may  waive  this 
requirement  for  the  signature  of  the  person  obtaining  consent  (even  where  the  signature  of  the 
subject  or  the  EAR  continues  to  be  required)  where  there  is  no  physical  contact  with  the  subject 
(e.g.,  where  the  only  contact  with  the  subject  is  by  telephone  or  mail). 

(c)  Consent  may  be  obtained  electronically  so  long  as  the  informed  consent  process  meets  all 
requirements  in  paragraph  16  of  this  Handbook  and  VA  requirements;  and: 

(1)  Authentication  controls  on  electronic  consent  provide  reasonable  assurance  that  such 
consent  is  rendered  by  the  proper  individual;  and 

(2)  The  subject  dates  the  consent  as  is  typical  or  that  the  software  provides  the  current  date 
when  signed. 

f.  Photography,  Video  and/or  Audio  Recording  for  Research  Purposes.  The  informed 
consent  for  research  must  include  information  describing  any  photographs,  video,  and/or  audio 
recordings  to  be  taken  or  obtained  for  research  purposes,  how  the  photographs,  video,  and/or 
audio  recordings  will  be  used  for  the  research,  and  whether  the  photographs,  video,  and/or  audio 
recordings  will  be  disclosed  outside  VA. 

(1)  An  informed  consent  to  take  a  photograph,  video  and/or  audio  recording  cannot  be 
waived  by  the  IRB. 
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(2)  The  consent  for  research  does  not  give  legal  authority  to  disclose  the  photographs,  video, 
and/or  audio  recordings  outside  VA.  A  HIPAA  authorization  is  needed  to  make  such 
disclosures. 

17.  RESEARCH  INVOLVING  PREGNANT  WOMEN,  HUMAN  FETUSES,  AND 
NEONATES  AS  SUBJECTS: 

a.  Research  that  involves  provision  of  in  vitro  fertilization  services  cannot  be  conducted  by 
VA  investigators  while  on  official  duty,  or  at  VA  facilities,  or  at  VA-approved  off-site  facilities. 
NOTE:  Prospective  and  retrospective  studies  that  enroll  or  include  pregnant  subjects  who 
conceived  through  in  vitro  fertilization  or  other  artificial  reproductive  technologies  are 
permitted. 

b.  Research  in  which  the  focus  is  either  a  fetus,  or  human  fetal  tissue,  in-utero  or  ex-utero 
(or  uses  human  fetal  tissue),  cannot  be  conducted  by  VA  investigators  while  on  official  duty,  at 
VA  facilities,  or  at  VA-approved  off-site  facilities.  Use  of  stem  cells  shall  be  governed  by  the 
policy  set  by  NIH  for  recipients  of  NIH  research  funding. 

c.  VA  investigators  cannot  conduct  interventions  in  research  that  enroll  neonates  while  on 
official  duty,  or  at  VA  facilities,  or  at  VA-approved  off-site  facilities.  Prospective  observational 
and  retrospective  record  review  studies  that  involve  neonates  or  neonatal  outcomes  are 
permitted. 

d.  Women  who  are  known  to  be  pregnant  and/or  their  fetuses  may  be  involved  in  research  if 
all  of  the  requirements  of  45  CFR  46.204  are  met  including  informed  consent  requirements  and 
the  following  ethical  and  scientific  criteria: 

(1)  Where  scientifically  appropriate,  preclinical  studies,  including  studies  on  pregnant 
animals,  and  clinical  studies,  including  studies  on  non-pregnant  women,  have  been  conducted 
and  provide  data  for  assessing  potential  risks  to  pregnant  women  and  fetuses; 

(2)  The  risk  to  the  fetus  is  caused  solely  by  interventions  or  procedures  that  hold  out  the 
prospect  of  direct  benefit  for  the  woman  or  fetus.  If  there  is  no  such  prospect  of  benefit,  then  the 
risk  to  the  fetus  is  not  greater  than  minimal  and  the  purpose  of  the  research  is  the  development  of 
important  biomedical  knowledge  that  cannot  be  obtained  by  any  other  means; 

(3)  Any  risk  is  the  least  possible  for  achieving  the  objectives  of  the  research;  and 

(4)  The  VA  medical  facility  Director  certifies  that  the  medical  facility  has  sufficient  expertise 
in  women’s  health  to  conduct  the  proposed  research  (see  guidance  at 
http://www.research.va.gov/resources/policies/default.cfm). 

18.  RESEARCH  INVOLVING  PRISONERS  AS  SUBJECTS: 

a.  Research  involving  prisoners  cannot  be  conducted  by  VA  investigators  while  on  official 
VA  duty,  at  VA  facilities,  or  at  VA-approved  off-site  facilities  unless  a  waiver  has  been  granted 
by  the  CRADO.  NOTE:  Refer  to  the  ORD  Web  site  at 
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http.V/www.  research,  va.  gov/resources/policies/default,  cfm  for  details  on  the  procedures  for 
waiver  applications. 

b.  If  such  a  waiver  is  granted,  the  researeh  must  eomply  with  the  requirements  of  45  CFR 
46.301  -  46.306.  NOTE:  A  link  to  these  requirements  is  provided  on  the  ORD  Web  site  at: 
http://www.research.va.sov/resources/policies/default.cfm. 

19.  RESEARCH  INVOLVING  CHILDREN  AS  RESEARCH  SUBJECTS: 

a.  VA  is  authorized  to  eare  for  Veterans  and  to  eonduet  researeh  that  supports  the  mission 
of  VHA  and  that  enhances  the  quality  of  health  care  delivery  to  Veterans.  Therefore,  research 
involving  children  must  be  reviewed  carefully  by  the  IRB  for  its  relevance  to  VA  and  must  not 
be  greater  than  minimal  risk.  The  VA  medieal  faeility  Direetor  must  approve  partieipation  in  the 
proposed  researeh  that  ineludes  ehildren  (see  guidanee  at: 
http://www.researeh.va.gov/resources/policies/default.cfm). 

NOTE:  For  purposes  of  this  Handbook,  research  involving  biological  specimens  or  data 
obtained  from  children  is  considered  to  be  research  involving  children  even  if  de-identified.  If 
the  biological  specimens  or  data  were  previously  collected,  they  must  have  been  collected  under 
applicable  policies  and  ethical  guidelines. 

b.  The  IRB  must  have  the  appropriate  expertise  to  evaluate  any  VA  research  involving 
children  and  must  eomply  with  the  requirements  of  45  CFR  46.401  -  46.404  and  46.408.  NOTE: 
A  link  to  these  requirements  is  provided  on  the  ORD  Web  site  at: 
http://www.research.va.sov/resources/policies/default.cfm. 

20.  SUBJECTS  LACKING  DECISION-MAKING  CAPACITY: 

a.  Criteria  for  Enrollment.  Individuals  who  laek  deeision-making  eapaeity  may  be 
enrolled  in  VA  researeh  where: 

(1)  The  IRB  determines  that  the  proposed  research  entails: 

(a)  No  greater  than  minimal  risk  to  the  subject;  or 

(b)  Presents  a  greater  probability  of  direet  benefit  to  the  subjeet  than  harm  to  the  subjeet;  or 

(e)  Greater  than  minimal  risk  and  no  prospeet  of  direet  benefit  to  individual  subjeets,  but 
likely  to  yield  generalizable  knowledge  about  the  subjeet’ s  disorder  or  condition  that  is  of  vital 
importance  for  the  understanding  or  amelioration  of  the  subject’s  disorder  or  condition. 

(2)  In  addition  to  satisfying  the  eonditions  above,  the  IRB  determines  that: 

(a)  The  researeh  eannot  be  performed  solely  with  persons  who  possess  deeision-making 
capacity  and  the  focus  of  the  research  is  the  disorder  leading  to  the  subjects’  lack  of  decision¬ 
making  capacity,  whether  or  not  the  lack  of  decision-making  itself  is  being  evaluated  (e.g.,  an 
individual  who  laeks  deeision-making  eapaeity  as  the  result  of  a  stroke  ean  partieipate  in  a  study 
of  eardiovaseular  effects  of  a  stroke);  or 
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(b)  The  subject  of  the  research  is  not  directly  related  to  the  subjects’  lack  of  decision-making 
capacity  but  the  investigator  has  presented  a  compelling  argument  for  including  such  subjects 
(e.g.,  transmission  of  methicillin-resistant  staphylococcus  aureus  infections  in  a  nursing  home 
where  both  individuals  with  and  without  decision-making  capacity  are  affected). 

b.  Determination  of  Capacity.  When  planning  to  enter  subjects  with  impaired  decision¬ 
making  capacity,  investigators  must  address  in  the  protocol  how  they  will  determine  when 
surrogate  consent  (i.e.,  a  LAR)  will  be  required.  In  general,  the  research  staff  must  perform  or 
obtain  and  document  a  clinical  assessment  of  decision-making  capacity  for  any  subject  suspected 
of  lacking  decision-making  capacity.  However,  the  IRB  must  review  and  approve  the  plan  to 
ensure  that  it  is  appropriate  given  the  population  and  setting  of  the  research.  NOTE:  Individuals 
ruled  incompetent  by  a  court  of  law  are  considered  to  lack  decision-making  capacity. 

c.  Surrogate  consent.  When  the  potential  subject  is  determined  to  lack  decision-making 
capacity,  investigators  must  obtain  consent  from  the  LAR  of  the  subject  (i.e.,  surrogate  consent). 
NOTE:  Investigators  and  IRBs  have  a  responsibility  to  consult  with  the  Office  of  General 
Counsel  (OGC)  regarding  state  or  local  requirements  for  surrogate  consent  for  research  that 
may  supersede  VA  requirements. 

d.  Authorized  Person.  The  following  persons  are  authorized  to  consent  on  behalf  of 
persons  who  lack  decision-making  capacity  in  the  following  order  of  priority  in  accordance  with 
VA  regulations  at  38  CFR  17.32(e),  (g)(3).  NOTE:  Consent  for  research  is  required  in  addition 
to  the  consent  that  is  obtained  for  the  patient’s  non-research  related  treatments  and  procedures. 

(1)  Health  care  agent  (i.e.,  an  individual  named  by  the  subject  in  a  Durable  Power  of 
Attorney  for  Health  Care); 

(2)  Legal  guardian  or  special  guardian; 

(3)  Next  of  kin:  a  close  relative  of  the  patient  18  years  of  age  or  older,  in  the  following 
priority:  spouse,  child,  parent,  sibling,  grandparent,  or  grandchild;  or 

(4)  Close  friend. 

NOTE:  The  persons  authorized  to  consent  on  behalf  of  persons  who  lack  decision-making 
capacity  for  participation  in  the  research  may  not  necessarily  be  the  same  as  the  persons 
authorized  to  provide  permission  for  the  use  and  disclosure  of  information  on  a  HIPAA 
authorization  on  behalf  of  persons  who  lack  decision-making  capacity  (see  VHA  Handbook 
1605.1). 

e.  Dissent  or  Assent.  If  feasible,  the  investigator  must  explain  the  proposed  research  to  the 
prospective  research  subject  even  when  the  surrogate  gives  consent.  Although  unable  to  provide 
informed  consent,  some  persons  may  resist  participating  in  a  research  protocol  approved  by  their 
representatives.  Under  no  circumstances  may  a  subject  be  forced  or  coerced  to  participate  in  a 
research  study  even  if  the  LAR  has  provided  consent. 

f.  Responsibilities  of  LARs.  LARs  are  acting  on  behalf  of  the  potential  subjects,  therefore: 
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(1)  LARs  must  be  told  that  their  obligation  is  to  try  to  determine  what  the  subjeets  would 
do  if  able  to  make  an  informed  deeision. 

(2)  If  the  potential  subjeets’  wishes  eannot  be  determined,  the  LARs  must  be  told  they  are 
responsible  for  determining  what  is  in  the  subjeets’  best  interest. 

21.  CERTIFICATES  OF  CONFIDENTIALITY: 

a.  Several  HHS  operating  ageneies  issue  Certifieates  of  Confidentiality  to  proteet  researeh 
subjeets.  Generally,  any  researeh  projeet  that  eolleets  personally  identifiable,  sensitive 
information  and  that  has  been  approved  by  an  IRB  operating  under  either  an  approved  FWA 
issued  by  the  OHRP  or  the  approval  of  the  FDA  is  eligible  for  a  Certifieate  of  Confidentiality. 
Sensitive  information  for  purposes  of  a  Certifieate  of  Confidentiality  ineludes  (but  is  not  limited 
to)  information  relating  to  sexual  attitudes,  preferenees,  or  praetiees;  information  relating  to  the 
use  of  alcohol,  drugs,  or  other  addictive  products;  information  pertaining  to  illegal  conduct; 
information  that,  if  released,  might  be  damaging  to  an  individual's  financial  standing, 
employability,  or  reputation  within  the  community  or  might  lead  to  social  stigmatization  or 
discrimination;  information  pertaining  to  an  individual's  psychological  well-being  or  mental 
health;  and  genetic  information  or  tissue  samples. 

b.  Some  types  of  research  projects  that  are  eligible  for  a  Certificate  of  Confidentiality 
include: 

(1)  Research  on  HIV,  Acquired  Immune  Deficiency  Syndrome,  and  other  sexually 
transmitted  diseases; 

(2)  Studies  that  collect  information  on  sexual  attitudes,  preferences,  or  practices; 

(3)  Studies  on  the  use  of  alcohol,  drugs,  or  other  addictive  products; 

(4)  Studies  that  collect  information  on  illegal  conduct; 

(5)  Studies  that  gather  information  that  if  released  could  be  damaging  to  a  participant's 
financial  standing,  employability,  or  reputation  within  the  community; 

(6)  Research  involving  information  that  might  lead  to  social  stigmatization  or  discrimination 
if  it  were  disclosed; 

(7)  Research  on  participants'  psychological  well-being  or  mental  health; 

(8)  Genetic  studies,  including  those  that  collect  and  store  biological  samples  for  future  use; 
and 

(9)  Research  on  behavioral  interventions  and  epidemiologic  studies. 

c.  Investigators  and  IRBs  are  urged  to  consider  the  use  of  Certificates  of  Confidentiality 
when  appropriate. 
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d.  When  VA  conducts  a  study  that  is  protected  by  a  Certificate  of  Confidentiality,  the 
following  health  record  documentation  provisions  apply: 

(1)  For  studies  that  do  not  involve  a  medical  intervention  (e.g.,  observational  studies, 
including  interview  and  questionnaire  studies),  no  annotation  may  be  made  in  the  health  record. 

(2)  For  studies  that  involve  a  medical  intervention,  a  progress  note  entry  should  indicate  that 
an  individual  has  been  enrolled  in  a  research  study,  any  details  that  would  affect  the  subject’s 
clinical  care,  and  the  name  and  contact  information  for  the  investigator  conducting  the  study. 
Subjects’  informed  consent  forms  and  HIPAA  authorization  documents  are  not  to  be  included  in 
the  health  record. 

e.  Investigators  should  work  with  the  research  office  in  their  facility  to  assure  that  when 
Veterans  are  enrolled  in  a  study  protected  by  a  Certificate  of  Confidentiality,  they  are  not 
simultaneously  enrolled  in  other  interventional  studies  unless  it  is  absolutely  clear  that  this 
enrollment  does  not  raise  safety  issues. 

22.  PRIVACY  OFFICER  AND  INFORMATION  SECURITY  OFFICER  DUTIES:  The 

PO  and  the  ISO  serve  in  an  advisory  capacity  to  the  IRB  as  either  non- voting  members  or  as 
consultants.  The  facility  PO  and  ISO  are  responsible  for: 

a.  Ensuring  that  the  proposed  research  complies  with  all  applicable  local,  VA,  and  other 
Federal  requirements  for  privacy  and  confidentiality,  and  for  information  security,  by  identifying 
and  addressing  potential  concerns  about  proposed  research  studies. 

b.  Reviewing  the  proposed  study  protocol,  study  specific  privacy  and  security  information, 
and  any  other  relevant  materials  submitted  with  the  IRB  application. 

c.  Identifying  deficiencies  in  the  provisions  for  privacy  and  confidentiality  or  information 
security,  respectively,  of  the  proposed  research,  and  making  recommendations  to  the  investigator 
and/or  the  IRB  of  options  available  to  correct  the  deficiencies. 

d.  Following  up  with  the  investigator  and/or  the  IRB,  in  a  timely  manner,  to  ensure  the 
proposed  research  is  in  compliance  with  relevant  privacy  and  confidentiality  and  information 
security  requirements,  respectively,  before  the  investigator  initiates  the  study. 

e.  A  final  review  is  required  only  after  the  IRB  has  approved  the  study  to  ensure  no  further 
changes  impact  the  privacy  and  security  requirements  of  this  study. 

NOTE:  If  a  study  includes  information  covered  under  38  U.S.C.  7332  that  will  be  disclosed 
outside  ofVA,  the  study  must  include  written  assurance  from  the  VA  researcher,  e.g.  within  the 
protocol,  that  the  purpose  of  the  data  is  to  conduct  scientific  research  and  that  no  personnel 
involved  in  the  study  will  identify,  directly  or  indirectly,  any  individual  patient  or  subject  in  any 
report  of  such  research,  e.g.  manuscript  or  publication. 


25 


VHA  HANDBOOK  1200.05 


November  12,  2014 


23.  HIPAA  AUTHORIZATION: 

a.  Written  Authorization.  In  accordance  with  the  HIPAA  Privacy  Rule  at  45  CFR 
164.508,  a  written  authorization  signed  by  the  individual  to  whom  the  information  or  record 
pertains,  is  required  when  VA  medical  facilities  need  to  access,  collect,  develop,  use,  or  disclose 
individually- identifiable  health  information  for  a  purpose  other  than  treatment,  payment,  or  health 
care  operations  (e.g.,  research)  unless  there  is  legal  authority  (e.g.,  waiver,  limited  data  set  with 
data  use  agreement,  etc.)  to  disclose  such  information  (see  VHA  Handbook  1605.1). 

(1)  VA  Form  10-0493,  Authorization  for  Use  &  Release  of  Individually  Identifiable  Health 
Information  for  VHA  Research,  must  be  used  to  document  the  authorization.  The  authorization 
may  not  be  embedded  in  the  consent  form; 

(2)  The  information  in  the  authorization  must  not  contradict  any  provisions  of  the  protocol, 
informed  consent,  or  other  documents  submitted  for  IRB  approval; 

(3)  All  potential  disclosures  to  a  non-VA  entity  must  be  listed  within  the  authorization; 

(4)  The  IRB  does  not  approve  the  authorization  but  does  review  it  to  ensure  the  consent 
document,  protocol,  and  authorization  are  consistent; 

(5)  The  PO  must  review  the  HIPAA  authorization  to  ensure  it  contains  all  required  elements 
and  is  consistent  with  all  privacy  requirements  before  the  PI  can  begin  to  use  or  collect  the 
individual’s  information  based  on  an  approved  research  protocol  (see  VHA  Handbook  1605.1); 

(6)  Data  disclosed  under  a  properly  executed  HIPAA  authorization  must  be  securely 
transferred  according  to  VA  information  security  requirements; 

b.  Waiver  of  HIPAA  Authorization.  An  investigator  requesting  a  waiver  of  HIPAA 
authorization  must  provide  information  sufficient  to  allow  the  IRB  to  make  the  required 
determination.  In  accordance  with  the  HIPAA  Privacy  Rule  at  45  CFR  164.5 12(i)(2),  the  IRB 
must  document  the  following: 

(1)  Identification  of  the  IRB  of  Record; 

(2)  Date  of  IRB  approval  of  waiver  of  HIPAA  authorization; 

(3)  Statement  that  the  waiver  of  HIPAA  authorization  satisfies  the  following  criteria: 

(a)  The  use  or  disclosure  of  the  requested  information  involves  no  more  than  minimal  risk  to 
the  privacy  of  individuals  based  on,  at  least,  the  presence  of  the  following  elements: 

An  adequate  plan  to  protect  the  identifiers  from  improper  use  and  disclosure; 

T  An  adequate  plan  to  destroy  the  identifiers  at  the  earliest  opportunity  consistent  with 
conduct  of  the  research,  unless  there  is  a  health  or  research  justification  for  retaining  the 
identifiers  or  such  retention  is  otherwise  required  by  law.  NOTE:  Records,  including 
identifiers,  must  be  retained  until  disposition  instructions  are  approved  by  the  National  Archives 
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and  Records  Administration  (NARA)  and  are  published  in  VHA  RCS  10-1.  Once  the  disposition 
schedule  is  determined,  records  should  be  disposed  in  accordance  with  VHA  RCS  10-1;  and 

3^  Adequate  written  assuranees  that  the  PHI  will  not  be  reused  or  diselosed  to  any  other 
person  or  entity,  exeept  as  required  by  law,  for  authorized  oversight  of  the  researeh  study,  or  for 
other  researeh  for  whieh  the  use  or  diselosure  of  the  requested  information  is  permitted  by  the 
Privaey  Rule; 

(b)  The  researeh  eould  not  praetieably  be  eondueted  without  the  waiver;  and 

(e)  The  researeh  eould  not  praetieably  be  eondueted  without  aceess  to  and  use  of  the 
requested  information. 

(4)  A  brief  deseription  of  the  PHI  for  whieh  the  IRB  has  determined  use  or  diselosure  to  be 
neeessary. 

(5)  Identifieation  of  the  IRB  review  proeedure  used  to  approve  the  waiver  of  HIPAA 
authorization  (either  eonvened  IRB  review  proeedures  or  expedited  review  proeedures). 

(6)  Signature  of  the  Chair  of  the  IRB,  or  a  qualified  voting  member  of  the  IRB  designated  by 
the  Chair,  on  the  HIPAA  authorization  waiver  doeument.  NOTE:  Signatures  may  be  electronic 
if  they  meet  VA  requirements  for  electronic  signatures. 

NOTE:  If  the  IRB  does  not  document  the  waiver  of  authorization  as  required,  the  waiver  is 
not  valid.  If  the  IRB  of  record  cannot  provide  a  waiver  of  authorization,  a  properly  constituted 
Privacy  Board  may  be  used  to  review  and  approve  the  waiver  request  in  accordance  with  45 
CFR  164.512(i)  (see  VHA  Handbook  1605.1). 

c.  Activities  Preparatory  to  Research.  VA  investigators  may  use  individually-identifiable 
health  information  to  prepare  a  researeh  protoeol  prior  to  submission  of  the  protoeol  to  the  IRB 
for  approval  without  obtaining  a  HIPAA  authorization  or  waiver  of  authorization. 

(1)  VA  investigators  must  not  arbitrarily  review  PHI  based  on  their  employee  aceess  to  PHI 
until  the  investigator  documents  the  following  required  information  as  “Preparatory  to  Research” 
in  a  designated  file  that  is  readily  accessible  for  those  required  to  audit  such  information  (e.g.. 
Health  Information  Manager  or  PO): 

(a)  Access  to  PHI  is  only  to  prepare  a  protocol; 

(b)  No  PHI  will  be  removed  from  the  covered  entity  (i.e.,  VHA);  and 

(c)  Access  to  PHI  is  necessary  for  preparation  of  the  research  protocol. 

(2)  Non-VA  researchers  may  not  obtain  VA  information  for  preparatory  to  research  activities 
without  appropriate  VA  approvals  (see  VHA  Handbook  1605.1). 

(3)  During  the  preparatory  to  research  activities  the  VA  investigator: 
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(a)  Must  only  record  aggregate  data.  The  aggregate  data  may  only  be  used  for  background 
information  to  justify  the  research  or  to  show  that  there  are  adequate  numbers  of  potential 
subjects  to  allow  the  investigator  to  meet  enrollment  requirements  for  the  research  study; 

(b)  Must  not  record  any  individually  identifiable  health  information;  and 

(c)  Must  not  use  any  individually  identifiable  information  to  recruit  research  subjects. 

NOTE:  Preparatory  activities  can  include  reviewing  database  output  (computer  file  or 
printout)  containing  identifiable  health  information  generated  by  the  database  owner,  if  the 
investigator  returns  the  database  output  to  the  database  owner  when  finished  aggregating  the 
information. 

(4)  Contacting  potential  research  subjects  and  conducting  pilot  or  feasibility  studies  are  not 
considered  activities  preparatory  to  research. 

(5)  Activities  preparatory  to  research  only  encompass  the  time  to  prepare  the  protocol  and 
ends  when  the  protocol  is  submitted  to  the  IRB. 

24.  PARTICIPATION  OF  NON- VETERANS  AS  RESEARCH  SUBJECTS: 

a.  Non- Veterans  may  be  entered  into  a  VA-approved  research  study  that  involves  VA 
outpatient  or  VA  hospital  treatment  (38  CFR  17.45,  17.92),  but  only  when  there  are  insufficient 
Veteran  patients  suitable  for  the  study.  The  investigator  must  justify  including  non-Veterans  and 
the  IRB  must  review  the  justification  and  provide  specific  approval  for  recruitment  of  non- 
Veterans. 

(1)  Outpatient  Care  for  Research  Purposes.  Any  person  who  is  a  bona  fide  volunteer  may 
be  furnished  outpatient  treatment  when  the  treatment  to  be  rendered  is  part  of  an  approved  VA 
research  study  and  there  are  insufficient  Veteran  patients  suitable  for  the  study  (38  CFR  17.92). 

(2)  Hospital  Care  for  Research  Purposes.  Any  person  who  is  a  bona  fide  volunteer  may  be 
admitted  to  a  VA  hospital  when  the  treatment  to  be  rendered  is  part  of  an  approved  VA  research 
study  and  there  are  insufficient  Veteran  patients  suitable  for  the  study  (38  CFR  17.45). 

b.  Non- Veterans  may  be  recruited  for  studies  that  will  generally  benefit  Veterans  and  their 
well-being  but  would  not  include  Veterans  as  subjects.  Examples  include  surveys  of  VA 
providers,  studies  involving  Veterans’  family  members,  or  studies  including  active  duty  military 
personnel.  Although  active  duty  military  personnel  are  not  considered  Veterans,  they  should  be 
included  in  VA  studies  whenever  appropriate. 

c.  In  addition  to  the  non-Veterans  referenced  above,  active  duty  military  personnel  may  be 
entered  into  VA  research  conducted  jointly  by  VA  and  DoD  or  within  DoD  facilities. 

d.  All  VA  regulations  and  policies  related  to  Veterans  as  research  subjects  apply  to  non- 
Veterans  entered  into  VA  research. 
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e.  Non-Veterans  may  not  be  entered  into  VA  studies  simply  because  a  non-Veteran 
population  is  easily  accessible  to  the  investigator. 

f.  Investigators  must  follow  VHA  Handbook  1605.04,  Notice  of  Privacy  Practices,  to  provide 
notice  of  privacy  practices  and  acknowledgement  for  any  non-Veteran  enrolled  in  the  approved 
protocol. 

25.  TREATMENT  OF  RESEARCH-RELATED  INJURIES: 

a.  VA  medical  facilities,  including  joint  VA-DoD  federal  health  care  centers,  must  provide 
necessary  medical  treatment  (i.e.,  not  just  emergency  treatment)  to  a  research  subject  injured  as  a 
result  of  participation  in  a  research  study  approved  by  a  VA  R&D  Committee  and  conducted 
under  the  supervision  of  one  or  more  VA  employees  (38  CFR  17.85).  This  requirement  does  not 
apply  to: 

(1)  Treatment  for  injuries  due  to  non-compliance  by  a  subject  with  study  procedures;  or 

(2)  Research  conducted  for  VA  under  a  contract  with  an  individual  or  a  non-VA  institution. 

b.  Care  for  VA  research  subjects  under  this  paragraph  must  be  provided  in  VA  medical 
facilities,  except  in  the  following  situations: 

(1)  If  VA  facilities  are  not  capable  of  furnishing  economical  care  or  are  not  capable  of 
furnishing  the  care  or  services  required,  VA  medical  facility  Directors  shall  contract  for  the 
needed  care; 

(2)  If  inpatient  care  must  be  provided  to  a  non-Veteran  under  this  paragraph,  VA  medical 
facility  Directors  may  contract  for  such  care;  or 

(3)  If  a  research  subject  needs  treatment  in  a  medical  emergency  for  a  condition  covered  by 
this  paragraph,  VA  medical  facility  Directors  must  provide  reasonable  reimbursement  for  the 
emergency  treatment  in  a  non-VA  facility. 

26.  INTERNATIONAL  RESEARCH: 

a.  VA  international  research  is  defined  as  any  VA-approved  research  conducted  at 
international  sites  (i.e.,  not  within  the  United  States  (U.S.),  its  territories,  or  Commonwealths), 
any  VA-approved  research  using  either  identifiable  or  de-identified  human  biological  specimens 
or  identifiable  or  de-identified  human  data  originating  from  international  sites,  or  any  VA- 
approved  research  that  entails  sending  such  specimens  or  data  out  of  the  U.S.  This  definition 
applies  regardless  of  the  funding  source  (funded  or  unfunded)  and  to  research  conducted  through 
any  mechanism  of  support  including  MOUs,  CRADAs,  grants,  contracts,  or  other  agreements. 
NOTE:  For  the  purposes  of  this  Handbook,  research  conducted  at  U.S.  military  bases,  ships,  or 
embassies  is  not  considered  international  research. 

(1)  Sending  specimens  or  data  to  individuals  with  VA  appointments  at  international  sites 
(e.g.,  a  woe  appointment,  a  VA  investigator  on  sabbatical  at  an  international  site)  is  considered 
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international  research.  Remote  use  of  data  that  is  maintained  on  VA  computers  within  the  U.S. 
or  Puerto  Rico  and  accessed  via  a  secure  connection  is  not  considered  international  research. 

(2)  International  research  includes  multi-site  trials  involving  non-U. S.  sites  where  VA  is  the 
study  sponsor,  a  VA  investigator  is  the  overall  study- wide  PI,  VA  holds  the  Investigational  New 
Drug  (IND),  or  the  VA  manages  the  data  collection  and  the  data  analyses. 

(3)  International  research  does  not  include  studies  in  which  VA  is  only  one  of  multiple 
participating  sites  where  the  overall  study-wide  PI  is  not  a  VA  investigator  (i.e.,  the  PI  for  the 
study  as  a  whole  is  not  a  VA  investigator). 

b.  Before  approving  international  research  involving  human  subjects  research,  the  IRB  must 
ensure  that  human  subjects  outside  of  the  U.S.  who  participate  in  research  projects  in  which  VA 
is  a  collaborator  receive  equivalent  protections  as  research  participants  inside  the  U.S.  (see 
OHRP  guidance  at  http://www.hhs . gov/ohrp/international/index.html) .  NOTE:  The  VA  medical 
facility  Director  must  approve  participation  in  the  proposed  international  research  ( see 
guidance  at:  http://www.  research,  va.  gov/resources/policies/default,  cfm ). 

c.  All  international  research  must  also  be  approved  explicitly  in  a  document  signed  by  the 
VA  medical  facility  Director,  except  for  Cooperative  Studies  Program  activities  which  must  be 
approved  by  the  CRADO. 

27.  ACCREDITATION  OF  HUMAN  RESEARCH  PROTECTION  PROGRAMS:  Any 

VA  facility  with  a  FWA  must  obtain  accreditation  of  its  HRPP  by  the  accrediting  organization 
specified  by  ORD.  This  HRPP  accreditation  must  be  obtained  in  accordance  with  a  schedule 
determined  by  ORD  based  on  the  facility’s  HRPP  accreditation  status  and  history.  NOTE: 

Refer  to  the  ORD  Web  site  for  details  on  accreditation  procedures: 
httjy.V/www.  research,  va.  gov/pride/accreditation/default,  cfm. 

a.  Maintenance  of  HRPP  accreditation  must  be  in  accordance  with  ORD  HRPP 
accreditation  requirements  including  those  relating  to  academic  affiliates  or  other  Federal 
agencies  providing  IRB  services  to  the  VA  facility. 

b.  Academic  affiliates  may  be  required  to  cooperate  with  the  accrediting  organization 
specified  by  ORD  or  to  maintain  their  own  accreditation  with  another  accrediting  organization 
recognized  by  ORD. 

28.  STUDENT  AND  OTHER  TRAINEE  RESEARCH: 

a.  Trainees  (e.g.,  students,  residents,  or  fellows  of  any  profession)  may  serve  as  participants, 
but  not  Pis  within  a  VA  facility,  use  VA  human  subjects  data,  or  use  human  biological 
specimens  that  have  been  collected  within  VA  for  clinical,  administrative,  or  research  purposes 
only  when: 

(1)  The  study  has  been  approved  by  the  local  VA  medical  facility  and  IRB,  if  appropriate; 
and 

(2)  Either  they  are: 
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(a)  Enrolled  in  an  institution  with  an  educational  affiliation  agreement  with  that  VA  facility; 
or 


(b)  Directly  appointed  to  a  VA  training  program  that  has  no  external  institutional  sponsorship 
(e.g.  VA  Advanced  Fellowship).  NOTE:  A  waiver  may  be  obtained  from  the  CRADO  under 
special  circumstances. 

b.  A  VA  investigator  sufficiently  experienced  in  the  area  of  the  trainee’s  research  interest 
must  serve  as  PI  and  is  responsible  for  oversight  of  the  research  and  the  trainee/student.  The  PI 
is  responsible  for  ensuring  the  trainee/student  complies  with  all  applicable  local,  VA  and  other 
federal  requirements  including  those  related  to  research,  information  security,  and  privacy. 

(1)  If  the  trainee  does  not  complete  all  aspects  of  the  research  prior  to  leaving  VA,  the  VA 
investigator  must  ensure  the  protocol  is  completed  or  terminated  in  an  orderly  fashion,  and  in 
accordance  with  all  applicable  local,  VA,  and  other  federal  requirements. 

(2)  When  the  trainee  leaves  VA,  the  VA  investigator  is  responsible  for  ensuring  that  all 
research  records  are  retained  by  VA. 

29.  VA  INVESTIGATOR  RESPONSIBILITIES:  The  investigator  must  give  first  priority  to 
the  protection  of  research  subjects,  uphold  professional  and  ethical  standards  and  practices,  and 
adhere  to  all  applicable  VA  and  other  federal  requirements,  including  the  local  VA  facility’s 
policies  and  procedures,  regarding  the  conduct  of  research  and  the  protection  of  human  subjects. 
The  investigator  must  hold  a  current  VA  appointment  to  conduct  VA  research. 

a.  Qualifications  to  Conduct  Human  Subjects  Research.  VA  investigators  must  have  the 
appropriate  training,  education,  expertise,  and  credentials  to  conduct  the  research  according  to 
the  research  protocol. 

(1)  Pis  must  ensure  that  all  research  staff  are  qualified  (e.g.,  including  but  not  limited  to 
appropriate  training,  education,  expertise,  and  credentials)  to  perform  procedures  assigned  to 
them  during  the  course  of  the  study. 

(2)  Investigators  and  their  staff  conducting  human  subjects  research  must  be  credentialed  and 
privileged  as  required  by  current  local  and  VA  requirements  (see  VHA  Handbook  1 100.19  and 
VHA  Directive  2012-030,  Credentialing  of  Health  Care  Professionals,  or  successor  policy). 
Investigators  and  their  research  staff  may  only  perform  those  activities  in  a  research  study  for 
which  they  have  the  relevant  credentials  and  privileges. 

(3)  Investigators  and  co-investigators  must  be  identified  on  the  IRB  application  and  must 
provide  credentials,  conflict  of  interest  statements  or  other  documentation  required  by  VA  and 
local  facility  policies. 

(4)  All  individuals  involved  in  conducting  VA  human  subjects  research  are  required  to 
complete  training  in  ethical  principles  on  which  human  subjects  research  is  to  be  conducted. 
Specific  requirements  regarding  the  type  and  frequency  of  training  are  found  on  ORD’s  Web  site 
at:  http://www.research.va.gov/pride/training/options.cfm.  All  other  applicable  VA  and  VHA 
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training  requirements  at  the  local  and  national  level  must  be  met  (e.g.,  privacy  and  information 
security  training). 

b.  Research  Protocol.  The  investigator  must  develop  and  submit  a  research  protocol  that  is 
scientifically  valid,  describes  the  research  objectives,  background  and  methodology,  provides  for 
fair  and  equitable  recruitment  and  selection  of  subjects,  minimizes  risks  to  subjects  and  others, 
and  describes  a  data  and  safety  monitoring  plan  consistent  with  the  nature  of  the  study.  The 
research  must  be  relevant  to  the  health  or  welfare  of  the  Veteran  population.  When  relevant,  the 
protocol  must  include  the  following  safety  measures: 

(1)  The  type  of  safety  information  to  be  collected  including  AEs; 

(2)  Frequency  of  safety  data  collection; 

(3)  Frequency  or  periodicity  of  review  of  cumulative  safety  data; 

(4)  Statistical  tests  for  analyzing  the  safety  data  to  determine  if  harm  is  occurring;  and 

(5)  Conditions  that  trigger  an  immediate  suspension  of  the  research,  if  applicable. 

c.  Approvals.  The  investigator  must  submit  the  protocol  for  initial  review  and  obtain 
written  approvals  from  the  IRB,  other  applicable  committees,  and  from  the  R&D  Committee.  In 
addition,  the  investigator  must  receive  written  notice  from  the  ACOS/R&D  that  the  research  may 
commence  before  initiating  the  research. 

(1)  Once  approved  by  the  IRB,  the  protocol  must  be  implemented  as  approved.  All 
modifications  to  the  approved  research  protocol  or  consent  form  must  be  approved  by  the  IRB 
prior  to  initiating  the  changes  except  when  necessary  to  eliminate  apparent  immediate  hazards  to 
the  subject. 

(2)  The  investigator  must  also  obtain  continuing  review  and  approval  at  a  frequency 
established  by  the  IRB,  but  not  less  than  once  every  year  and  is  expected  to  submit  all  materials 
required  for  continuing  review  in  sufficient  time  to  assure  approval  prior  to  the  expiration  date. 
No  research  activities  may  be  conducted  at  any  time  without  a  currently  valid  IRB  approval. 

d.  Conflict  Of  Interest.  The  investigator  must  disclose  to  the  IRB  any  potential,  actual, 
apparent,  or  perceived  conflict  of  interest  of  a  financial,  professional,  or  personal  nature  that  may 
affect  any  aspect  of  the  research,  and  comply  with  all  applicable  VA  and  other  federal 
requirements  regarding  conflict  of  interest. 

e.  Initial  Contact.  During  the  recruitment  process,  members  of  the  research  team  must 
make  initial  contact  with  potential  subjects  in  person  or  by  letter  prior  to  initiating  any  telephone 
contact,  unless  there  is  written  documentation  that  the  subject  is  willing  to  be  contacted  by 
telephone  about  the  study  in  question  or  a  specific  kind  of  research  as  outlined  in  the  study. 
NOTE:  If  a  research  repository  from  a  previous  study  is  used  to  identify  subjects,  there  must  be 
an  IRB  approved  HIPAA  waiver  for  this  activity  in  the  new  protocol. 
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(1)  Any  initial  contact  by  letter  or  telephone  must  provide  a  telephone  number  or  other 
means  that  the  potential  subject  can  use  to  verify  that  the  study  constitutes  VA  research. 

(2)  If  a  contractor  makes  the  initial  contact  by  letter,  the  VA  investigator  must  sign  the  letter. 

NOTE:  This  paragraph  does  not  apply  to  situations  where  a  Veteran  calls  in  response  to  an 
advertisement. 

f.  Informed  Consent  for  Research.  The  investigator  must  obtain  and  document  legally 
effective  informed  consent  of  the  subject  or  the  subject's  LAR  prospectively  (i.e.,  no  screening  or 
other  interaction  or  intervention  involving  a  human  subject  can  occur  until  after  the  IRB- 
approved  informed  consent  requirements  have  been  met)  that  is  in  alignment  with  ethical 
principles  that  govern  informed  consent  for  research.  The  only  exceptions  are  if  the  IRB 
determines  the  research  is  exempt,  or  approves  a  waiver  of  the  informed  consent  process,  or 
approves  a  waiver  of  the  signed  informed  consent  document  (see  paragraphs  15  and  16). 

(1)  If  the  investigator  does  not  personally  obtain  informed  consent,  the  investigator  must 
delegate  this  responsibility  in  writing  (e.g.,  by  use  of  a  delegation  letter)  to  research  staff 
sufficiently  knowledgeable  about  the  protocol  and  related  concerns  to  answer  questions  from 
prospective  subjects,  and  about  the  ethical  basis  of  the  informed  consent  process  and  protocol. 

(a)  If  the  investigator  contracts  with  a  firm,  e.g.,  a  survey  research  firm,  to  obtain  consent 
from  subjects,  collect  private  individually  identifiable  information  from  human  subjects,  or  are 
involved  in  activities  that  would  institutionally  engage  the  firm  in  human  subjects  research,  the 
firm  must  have  its  own  IRB  oversight  of  the  activity.  In  addition,  the  PO  must  determine  that 
there  is  appropriate  authority  to  allow  the  disclosure  of  individual  names  and  other  information 
to  the  contracted  firm. 

(b)  The  investigator  must  ensure  that  all  original  signed  and  dated  informed  consent 
documents  are  maintained  in  the  investigator’s  research  files,  readily  retrievable,  and  secure. 

g.  HIPAA  Authorization.  The  investigator  or  designee  must  obtain  HIPAA  authorization 
for  the  use  and  disclosure  of  the  subject’s  PHI,  or  obtain  an  IRB-approved  waiver  of  HIPAA 
authorization  (see  paragraph  23  in  this  Handbook  and  VHA  Handbook  1605. 1)  unless  there  is  a 
limited  data  set  and  appropriate  DUA. 

h.  Reporting.  The  investigator  is  responsible  for  reporting  unanticipated  problems 
involving  risks  to  subjects  or  others,  serious  unanticipated  problems  involving  risks  to  subjects  or 
others,  local  unanticipated  serious  adverse  events,  apparent  serious  or  continuing  noncompliance, 
any  termination  or  suspension  of  research;  and  privacy  or  information  security  incidents  related 
to  VA  research,  including:  any  inappropriate  access,  loss,  or  theft  of  PHI;  noncompliant  storage, 
transmission,  removal,  or  destruction  of  PHI;  or  theft,  loss,  or  noncompliant  destruction  of 
equipment  containing  PHI,  in  accordance  with  local  facility  or  IRB  SOPs  and  VHA  Handbook 
1058.01.  NOTE:  Current  guidance  on  such  reporting  can  be  found  on  the  ORO  Web  site  at: 
http://vaww.vha.vaco.portal.va.8ov/sites/ORO/RCO/Memoranda%20and%20Clarifications/For 

ms/AllItems.aspx.  This  is  an  internal  VA  Web  site  not  available  to  the  public. 
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i.  Research  Records.  All  written  information  given  to  subjects  must  be  in  the 
investigator’s  research  file  along  with  the  consent  form(s).  The  investigator’s  research  records 
are  not  yet  scheduled  in  VHA  RCS  10-1  and  therefore  must  be  retained  until  disposition 
instructions,  as  approved  by  NARA,  are  published  in  VHA  RCS  10-1.  NOTE:  Once  the 
disposition  schedule  is  determined,  records  should  be  disposed  in  accordance  with  VHA  RCS  10- 
1.  If  the  investigator  leaves  VA,  all  research  records  must  be  retained  by  the  VA  facility  where 
the  research  was  conducted. 

j.  VHA  Health  Record.  A  VHA  health  record  must  be  created  or  updated,  and  a  progress 
note  created,  for  all  research  subjects  (Veterans  or  Non-Veterans)  who  are  admitted  to  VA 
medical  facilities  as  in-patients,  treated  as  outpatients  at  VA  medical  facilities,  or  when  research 
procedures  or  interventions  are  used  in  or  may  impact  the  medical  care  of  the  research  subject  at 
a  VA  medical  facility  or  at  facilities  contracted  by  VA  to  provide  services  to  Veterans  (e.g., 
Community-Based  Outpatient  Clinics  or  nursing  homes)  (see  VHA  Handbook  1907.01). 
Informed  consent  documents  are  not  required  to  be  in  the  health  record. 

k.  Investigational  Drugs  and  Devices.  The  investigator  must  conduct  VA  human  subjects 
research  involving  investigational  drugs  and  devices  in  accordance  with  all  applicable  VA 
policies  and  other  federal  requirements  including,  but  not  limited  to:  this  Handbook,  VHA 
Handbook  1 108.04,  and  applicable  FDA  regulations.  The  storage  and  security  procedures  for 
test  articles  used  in  research  must  be  reviewed  and  approved  by  the  IRB  and  follow  all  applicable 
federal  rules. 

l.  Initiation  of  Research  Projects.  IRB  approval  is  for  a  specified  time  period  based  on 
the  degree  of  risk  of  the  study,  not  to  exceed  1  year.  The  IRB  determines  the  expiration  date 
based  upon  its  date  of  review  and  communicates  that  date  to  the  investigator  in  the  written 
approval  letter.  The  investigator  must  not  initiate  the  IRB  approved  research  protocol  until  all 
applicable  requirements  in  VHA  Handbook  1200.01  have  also  been  met  including  obtaining 
R&D  Committee  approval. 

m.  Expiration  of  IRB  Approval.  There  is  no  provision  for  any  grace  period  to  extend  the 
conduct  of  research  beyond  the  expiration  date  of  IRB  approval.  Therefore,  continuing  review 
and  re-approval  of  research  must  occur  on  or  before  the  date  when  IRB  approval  expires.  If 
approval  expires,  the  investigator  must: 

(1)  Stop  all  research  activities  including,  but  not  limited  to,  enrollment  of  new  subjects, 
analyses  of  individually  identifiable  data,  and  research  interventions  or  interactions  with 
currently  participating  subjects,  except  where  stopping  such  interventions  or  interactions  could 
be  harmful  to  those  subjects;  and 

(2)  Immediately  submit  to  the  IRB  Chair  a  list  of  research  subjects  who  could  be  harmed  by 
stopping  specified  study  interventions  or  interactions.  The  IRB  Chair  must  determine  within  2 
business  days  whether  or  not  such  interventions  or  interactions  may  continue. 

30.  REFERENCES: 

a.  5  U.S.C.  552a,  The  Privacy  Act  of  1974. 
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b.  21  U.S.C.  321-60,  Federal  Food,  Drug,  and  Cosmetic  Act. 

c.  38  U.S.C.  501,  Rules  and  Regulations. 

d.  38  U.S.C.  1710,  Eligibility  For  Hospital,  Nursing  Home,  and  Domiciliary  Care. 

e.  38  U.S.C.  5701,  Confidential  Nature  of  Claims. 

f.  38  U.S.C.  5705,  Confidentiality  of  Medical  Quality- Assurance  Records. 

g.  38  U.S.C.  7331,  Informed  Consent. 

h.  38  U.S.C.  7332,  Confidentiality  of  Drug  Abuse,  Alcoholism  and  Alcohol  Abuse, 
Infection  with  Human  Immunodeficiency  Virus  (HIV),  and  Sickle  Cell  Anemia  Medical 
Records. 

i.  38  U.S.C.  7334,  Regulations. 

j.  42  U.S.C.  262,  Regulation  of  Biological  Products. 

k.  10  CFR  Part  20,  Standards  for  Protection  Against  Radiation. 

l.  10  CFR  Part  35,  Medical  Use  of  Byproduct  Material. 

m.  21  CFR  Part  11,  Electronic  Records;  Electronic  Signatures. 

n.  21  CER  Part  50,  Protection  of  Human  Subjects. 

o.  21  CER  Part  56,  IRBs. 

p.  21  CER  Part  312,  Investigational  New  Drug  Application. 

q.  21  CER  Part  812,  Investigational  Device  Exemptions. 

r.  38  CER  Part  16,  Protection  of  Human  Subjects. 

s.  38  CER  Part  17,  Medical. 

t.  45  CER  Part  46,  Protection  of  Human  Subjects,  Subpart  A  -  Basic  HHS  Policy  for 
Protection  of  Human  Subjects;  Subpart  B  -  Additional  Protections  for  Pregnant  Women,  Human 
Eetuses  and  Neonates  Involved  in  Research;  Subpart  C  -  Additional  Protections  Pertaining  to 
Biomedical  and  Behavioral  Research  Involving  Prisoners  as  Subjects;  and  Subpart  D  - 
Additional  Protections  for  Children  Involved  as  Subjects  in  Research. 

u.  45  CER  Part  160,  General  Administrative  Requirements. 

V.  45  CER  Part  164,  Security  and  Privacy,  Subpart  E  -Privacy  of  Individually  Identifiable 
Health  Information. 
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w.  Expedited  Review  Categories,  63  FR  60364,  Nov.  9,  1998. 

X.  VA  Directive  6500,  Managing  Information  Security  Risk:  VA  Information  Security 
Program. 

y.  VHA  RCS  10-1. 

z.  VHA  Directive  1200,  VHA  R&D  Program. 

aa.  VHA  Directive  2012-030,  Credentialing  of  Health  Care  Professionals. 

bb.  VHA  Handbook  1004.01,  Informed  Consent  for  Clinical  Treatments  and  Procedures. 

cc.  VHA  Handbook  1058.01,  Research  Compliance  Reporting  Requirements. 

dd.  VHA  Handbook  1058.03,  Assurance  of  Protection  for  Human  Subjects  in  Research. 

ee.  VHA  Handbook  1058.05,  VHA  Operations  Activities  That  May  Constitute  Research. 

ff.  VHA  Handbook  1 100. 19,  Credentialing  and  Privileging. 

gg.  VHA  Handbook  1108.04,  Investigational  Drugs  and  Supplies. 

hh.  VHA  Handbook  1200.01,  R&D  Committee. 

ii.  VHA  Handbook  1200.08,  Safety  of  Personnel  Engaged  in  Research. 

jj.  VHA  Handbook  1200. 12,  Use  of  Data  and  Data  Repositories  in  VHA  Research. 

kk.  VHA  Handbook  1200.16,  Off  Site  Research. 

11.  VHA  Handbook  1200.17,  VA  NPC  Authorized  By  Title  38  U.S.C.  §§  7361-66. 

mm.  VHA  Handbook  1200.2,  Research  Business  Operations. 

nn.  VHA  Handbook  1605.1,  Privacy  and  Release  of  Information. 

oo.  VHA  Handbook  1605.02,  Minimum  Necessary  Standard  for  Protected  Health 
Information. 

pp.  VHA  Handbook  1605.04,  Notice  of  Privacy  Practices. 

qq.  VHA  Handbook  1907.01,  Health  Information  Management  and  Health  Records. 

rr.  VA  Handbook  6500,  Risk  Management  Framework  for  VA  Information  Systems  -  Tier 
3:  VA  Information  Security  Program. 
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CATEGORIES  OF  EXEMPT  RESEARCH 

1.  Research  activities  in  which  the  only  involvement  of  human  subjects  will  be  in  one  or  more 
of  the  following  categories  may  be  exempt  from  this  policy  (38  CFR  16.101(b)): 

2.  Research  conducted  in  established  or  commonly  accepted  educational  settings,  involving 
normal  educational  practices,  such  as: 

a.  Research  on  regular  and  special  education  instructional  strategies;  or 

b.  Research  on  the  effectiveness  of  or  the  comparison  among  instructional  techniques, 
curricula,  or  classroom  management  methods. 

3.  Research  involving  the  use  of  educational  tests  (cognitive,  diagnostic,  aptitude, 
achievement),  survey  procedures,  interview  procedures  or  observation  of  public  behavior,  unless: 

a.  Information  obtained  is  recorded  in  such  a  manner  that  human  subjects  can  be  identified, 
directly  or  through  identifiers  linked  to  the  subjects;  and 

b.  Any  disclosure  of  the  human  subjects'  responses  outside  the  research  could  reasonably 
place  the  subjects  at  risk  of  criminal  or  civil  liability  or  be  damaging  to  the  subjects'  financial 
standing,  employability,  or  reputation. 

NOTE:  The  exemption  for  research  involving  survey  or  interview  procedures  or  observations  of 
public  behavior  does  not  apply  to  research  involving  children,  except  for  research  involving 
observation  of  public  behavior  when  the  investigator(s)  do  not  participate  in  the  activities  being 
observed. 

4.  Research  involving  the  use  of  educational  tests  (cognitive,  diagnostic,  aptitude, 
achievement),  survey  procedures,  interview  procedures,  or  observation  of  public  behavior  that  is 
not  exempt  under  paragraph  3  of  this  Appendix,  if: 

a.  The  human  subjects  are  elected  or  appointed  public  officials  or  candidates  for  public 
office;  or 

b.  Federal  statute(s)  require(s)  without  exception  that  the  confidentiality  of  the  personally 
identifiable  information  will  be  maintained  throughout  the  research  and  thereafter. 

5.  Research  involving  the  collection  or  study  of  existing  data,  documents,  records,  pathological 
specimens,  or  diagnostic  specimens,  if  these  sources  are  publicly  available  or  if  the  information 
is  recorded  by  the  investigator  in  such  a  manner  that  subjects  cannot  be  identified,  directly  or 
through  identifiers  linked  to  the  subjects. 

6.  Research  and  demonstration  projects  which  are  conducted  by  or  subject  to  the  approval  of 
department  or  agency  heads,  and  which  are  designed  to  study,  evaluate,  or  otherwise  examine: 
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a.  Public  benefit  or  service  programs; 

b.  Proeedures  for  obtaining  benefits  or  serviees  under  those  programs; 

c.  Possible  ehanges  in  or  alternatives  to  those  programs  or  proeedures;  or 

d.  Possible  changes  in  methods  or  levels  of  payment  for  benefits  or  services  under  those 
programs. 

NOTE:  The  determination  of  exempt  status  for  research  and  demonstration  projects  meeting  the 
criteria  in  paragraph  6  in  this  Appendix  must  be  made  by  the  Under  Secretary  for  Health  on 
behalf  of  the  Secretary  ofVA,  after  consultation  with  Office  of  Research  and  Development 
(ORD),  Office  of  Research  Oversight  (ORO),  Office  of  General  Counsel  (OGC),  and  other 
experts,  as  appropriate. 

7.  Taste  and  food  quality  evaluation  and  eonsumer  aeceptanee  studies, 

a.  If  wholesome  foods  without  additives  are  consumed;  or 

b.  If  a  food  is  consumed  that  contains  a  food  ingredient  at  or  below  the  level  and  for  a  use 
found  to  be  safe,  or  agrieultural  ehemical  or  environmental  contaminant  at  or  below  the  level 
found  to  be  safe,  by  the  Food  and  Drug  Administration  (FDA)  or  approved  by  the  Environmental 
Protection  Agency  or  the  Food  Safety  and  Inspection  Service  of  the  U.S.  Department  of 
Agriculture. 
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ACTIVITIES  APPROPRIATE  FOR  EXPEDITED  REVIEW 

Source:  63  FR  60364-60367,  Nov.  9,  1998. 

1.  APPLICABILITY:  Research  activities  that:  (1)  present  no  more  than  minimal  risk  to 
human  subjects,  and  (2)  involve  only  procedures  listed  in  one  or  more  of  the  following 
categories,  may  be  reviewed  by  the  Institutional  Review  Board  (IRB)  through  the  expedited 
review  procedure  authorized  by  Title  45  Code  of  Federal  Regulations  (CFR)  46. 1 10  and  21  CFR 
56.1 10.  The  activities  listed  should  not  be  deemed  to  be  of  minimal  risk  simply  because  they  are 
included  on  this  list.  Inclusion  on  this  list  merely  means  that  the  activity  is  eligible  for  review 
through  the  expedited  review  procedure  when  the  specific  circumstances  of  the  proposed 
research  involve  no  more  than  minimal  risk  to  human  subjects. 

a.  The  categories  in  this  list  apply  regardless  of  the  age  of  subjects,  except  as  noted. 

b.  The  expedited  review  procedure  may  not  be  used  where  identification  of  the  subjects 
and/or  their  responses  would  reasonably  place  them  at  risk  of  criminal  or  civil  liability  or  be 
damaging  to  the  subjects  financial  standing,  employability,  insurability,  reputation,  or  be 
stigmatizing,  unless  reasonable  and  appropriate  protections  will  be  implemented  so  that  risks 
related  to  invasion  of  privacy  and  breach  of  confidentiality  are  no  greater  than  minimal. 

c.  The  expedited  review  procedure  may  not  be  used  for  classified  research  involving  human 
subjects. 

d.  IRBs  are  reminded  that  the  standard  requirements  for  informed  consent  (or  its  waiver, 
alteration,  or  exception)  apply  regardless  of  the  type  of  review— expedited  or  convened— utilized 
by  the  IRB. 

e.  The  below  research  categories,  2. a.  through  2.g.,  pertain  to  both  initial  and  continuing 
IRB  review. 

2.  RESEARCH  CATEGORIES: 

a.  Clinical  studies  of  drugs  and  medical  devices  only  when  the  following  conditions  are 
met: 

(1)  Research  on  drugs  for  which  an  investigational  new  drug  application  (21  CFR  Part  312) 
is  not  required.  {NOTE:  Research  on  marketed  drugs  that  significantly  increases  the  risks  or 
decreases  the  acceptability  of  the  risks  associated  with  the  use  of  the  product  is  not  eligible  for 
expedited  review.) 

(2)  Research  on  medical  devices  for  which:  (i)  an  investigational  device  exemption 
application  (21  CFR  Part  812)  is  not  required;  or  (ii)  the  medical  device  is  cleared/approved  for 
marketing  and  the  medical  device  is  being  used  in  accordance  with  its  cleared/approved  labeling. 

b.  Collection  of  blood  samples  by  finger  stick,  heel  stick,  ear  stick,  or  venipuncture  as 
follows: 
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(1)  From  healthy,  non-pregnant  adults  who  weigh  at  least  1 10  pounds.  For  these  subjects, 
the  amounts  drawn  may  not  exceed  550  ml  in  an  8  week  period  and  collection  may  not  occur 
more  frequently  than  2  times  per  week;  or 

(2)  From  other  adults  and  children  (as  defined  under  45  CFR  46.402(a)),  considering  the  age, 
weight,  and  health  of  the  subjects,  the  collection  procedure,  the  amount  of  blood  to  be  collected, 
and  the  frequency  with  which  it  will  be  collected.  For  these  subjects,  the  amount  drawn  may  not 
exceed  the  lesser  of  50  ml  or  3  ml  per  kg  in  an  8-week  period  and  collection  may  not  occur  more 
frequently  than  2  times  per  week. 

c.  Prospective  collection  of  biological  specimens  for  research  purposes  by  noninvasive 
means.  Examples  include,  but  are  not  limited  to: 

(1)  Hair  and  nail  clippings  in  a  non-disfiguring  manner; 

(2)  Deciduous  teeth  at  time  of  exfoliation  or  if  routine  patient  care  indicates  a  need  for 
extraction; 

(3)  Permanent  teeth  if  routine  patient  care  indicates  a  need  for  extraction; 

(4)  Excreta  and  external  secretions  (including  sweat); 

(5)  Uncannulated  saliva  collected  either  in  an  unstimulated  fashion  or  stimulated  by  chewing 
gumbase  or  wax  or  by  applying  a  dilute  citric  solution  to  the  tongue; 

(6)  Placenta  removed  at  delivery; 

(7)  Amniotic  fluid  obtained  at  the  time  of  rupture  of  the  membrane  prior  to  or  during  labor; 

(8)  Supra-  and  sub-gingival  dental  plaque  and  calculus,  provided  the  collection  procedure  is 
not  more  invasive  than  routine  prophylactic  scaling  of  the  teeth  and  the  process  is  accomplished 
in  accordance  with  accepted  prophylactic  techniques; 

(9)  Mucosal  and  skin  cells  collected  by  buccal  scraping  or  swab,  skin  swab,  or  mouth 
washings; 

(10)  Sputum  collected  after  saline  mist  nebulization. 

d.  Collection  of  data  through  noninvasive  procedures  (not  involving  general  anesthesia  or 
sedation)  routinely  employed  in  clinical  practice,  excluding  procedures  involving  x-rays  or 
microwaves.  Where  medical  devices  are  employed,  they  must  be  cleared/approved  for 
marketing.  (Studies  intended  to  evaluate  the  safety  and  effectiveness  of  the  medical  device  are 
not  generally  eligible  for  expedited  review,  including  studies  of  cleared  medical  devices  for  new 
indications.)  Examples  include,  but  are  not  limited  to: 

(1)  Physical  sensors  that  are  applied  either  to  the  surface  of  the  body  or  at  a  distance  and  do 
not  involve  input  of  significant  amounts  of  energy  into  the  subject  or  an  invasion  of  the  subjects’ 
privacy; 
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(2)  Weighing  or  testing  sensory  acuity; 

(3)  Magnetic  resonance  imaging; 

(4)  Electrocardiography,  electroencephalography,  thermography,  detection  of  naturally 
occurring  radioactivity,  electroretinography,  ultrasound,  diagnostic  infrared  imaging,  doppler 
blood  flow,  and  echocardiography;  and 

(5)  Moderate  exercise,  muscular  strength  testing,  body  composition  assessment,  and 
flexibility  testing  where  appropriate  given  the  age,  weight,  and  health  of  the  individual. 

e.  Research  involving  materials  (data,  documents,  records,  or  specimens)  that  have  been 
collected,  or  will  be  collected  solely  for  nonresearch  purposes  (such  as  medical  treatment  or 
diagnosis).  {NOTE:  Some  research  in  this  category  may  be  exempt  from  the  HHS  regulations 
for  the  protection  of  human  subjects  (45  CFR  46.101(b)(4)).  This  listing  refers  only  to  research 
that  is  not  exempt.) 

f.  Collection  of  data  from  voice,  video,  digital,  or  image  recordings  made  for  research 
purposes. 

g.  Research  on  individual  or  group  characteristics  or  behavior  (including,  but  not  limited  to, 
research  on  perception,  cognition,  motivation,  identity,  language,  communication,  cultural 
beliefs  or  practices,  and  social  behavior)  or  research  employing  survey,  interview,  oral  history, 
focus  group,  program  evaluation,  human  factors  evaluation,  or  quality  assurance  methodologies. 
(NOTE:  Some  research  in  this  category  may  be  exempt  from  the  HHS  regulations  for  the 
protection  of  human  subjects  (45  CFR  46.101(b)(2),  (b)(3)).  This  listing  refers  only  to  research 
that  is  not  exempt.) 

h.  Continuing  review  of  research  previously  approved  by  the  convened  IRB  as  follows: 

(1)  Where: 

(a)  The  research  is  permanently  closed  to  the  enrollment  of  new  subjects; 

(b)  All  subjects  have  completed  all  research-related  interventions;  and 

(c)  The  research  remains  active  only  for  long-term  follow-up  of  subjects;  or 

(2)  Where  no  subjects  have  been  enrolled  and  no  additional  risks  have  been  identified;  or 

(3)  Where  the  remaining  research  activities  are  limited  to  data  analysis. 

i.  Continuing  review  of  research,  not  conducted  under  an  investigational  new  drug 
application  or  investigational  device  exemption  where  research  categories  2.b.  through  2.h.  do 
not  apply  but  the  IRB  has  determined  and  documented  at  a  convened  meeting  that  the  research 
involves  no  greater  than  minimal  risk  and  no  additional  risks  have  been  identified. 
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21  CFR  Part  50 

PART  50— PROTECTION  OF  HUMAN  SUBJECTS 


Subpart  B — Informed  Consent  of  Human  Subjects 


Contents 

§50.20  General  requirements  for  informed  consent. 

§50.23  Exception  from  generai  requirements. 

§50.24  Exception  from  informed  consent  requirements  for  emergency  research. 
§50.25  Eiements  of  informed  consent. 

§50.27  Documentation  of  informed  consent. 


Source:  46  FR  8951,  Jan.  27,  1981,  uniess  otherwise  noted. 


^  Back  to  Top 

§50.20  General  requirements  for  informed  consent. 

Except  as  provided  in  §§50.23  and  50.24,  no  investigator  may  invoive  a  human  being  as  a  subject  in  research 
covered  by  these  reguiations  uniess  the  investigator  has  obtained  the  iegaiiy  effective  informed  consent  of  the  subject  or 
the  subject's  iegaiiy  authorized  representative.  An  investigator  shaii  seek  such  consent  oniy  under  circumstances  that 
provide  the  prospective  subject  or  the  representative  sufficient  opportunity  to  consider  whether  or  not  to  participate  and 
that  minimize  the  possibiiity  of  coercion  or  undue  infiuence.  The  information  that  is  given  to  the  subject  or  the 
representative  shaii  be  in  ianguage  understandabie  to  the  subject  or  the  representative.  No  informed  consent,  whether 
orai  or  written,  may  inciude  any  excuipatory  ianguage  through  which  the  subject  or  the  representative  is  made  to  waive  or 
appear  to  waive  any  of  the  subject's  iegai  rights,  or  reieases  or  appears  to  reiease  the  investigator,  the  sponsor,  the 

institution,  or  its  agents  from  iiabiiity  for  negiigence. 

[46  FR  8951,  Jan.  27,  1981,  as  amended  at  64  FR  10942,  Mar.  8,  1999] 

^  Back  to  Top 

§50.23  Exception  from  general  requirements. 

(a)  The  obtaining  of  informed  consent  shaii  be  deemed  feasibie  uniess,  before  use  of  the  test  articie  (except  as 
provided  in  paragraph  (b)  of  this  section),  both  the  investigator  and  a  physician  who  is  not  otherwise  participating  in  the 

ciinicai  investigation  certify  in  writing  aii  of  the  foiiowing: 

(1)  The  human  subject  is  confronted  by  a  iife-threatening  situation  necessitating  the  use  of  the  test  articie. 

(2)  Informed  consent  cannot  be  obtained  from  the  subject  because  of  an  inabiiity  to  communicate  with,  or  obtain 

iegaiiy  effective  consent  from,  the  subject. 

(3)  Time  is  not  sufficient  to  obtain  consent  from  the  subject's  iegai  representative. 

(4)  There  is  avaiiabie  no  aiternative  method  of  approved  or  generaiiy  recognized  therapy  that  provides  an  equai  or 

greater  iikeiihood  of  saving  the  iife  of  the  subject. 

(b)  If  immediate  use  of  the  test  articie  is,  in  the  investigator's  opinion,  required  to  preserve  the  iife  of  the  subject,  and 
time  is  not  sufficient  to  obtain  the  independent  determination  required  in  paragraph  (a)  of  this  section  in  advance  of  using 
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the  test  article,  the  determinations  of  the  clinical  investigator  shall  be  made  and,  within  5  working  days  after  the  use  of  the 

article,  be  reviewed  and  evaluated  in  writing  by  a  physician  who  is  not  participating  in  the  clinical  investigation. 

(c)  The  documentation  required  in  paragraph  (a)  or  (b)  of  this  section  shall  be  submitted  to  the  IRB  within  5  working 

days  after  the  use  of  the  test  article. 

(d)(1 )  Under  1 0  U.S.C.  1 1 07(f)  the  President  may  waive  the  prior  consent  requirement  for  the  administration  of  an 
investigational  new  drug  to  a  member  of  the  armed  forces  in  connection  with  the  member's  participation  in  a  particular 
military  operation.  The  statute  specifies  that  only  the  President  may  waive  informed  consent  in  this  connection  and  the 
President  may  grant  such  a  waiver  only  if  the  President  determines  in  writing  that  obtaining  consent:  Is  not  feasible;  is 
contrary  to  the  best  interests  of  the  military  member;  or  is  not  in  the  interests  of  national  security.  The  statute  further 
provides  that  in  making  a  determination  to  waive  prior  informed  consent  on  the  ground  that  it  is  not  feasible  or  the  ground 
that  it  is  contrary  to  the  best  interests  of  the  military  members  involved,  the  President  shall  apply  the  standards  and  criteria 
that  are  set  forth  in  the  relevant  FDA  regulations  for  a  waiver  of  the  prior  informed  consent  requirements  of  section 
505(i)(4)  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  (21  U.S.C.  355(i)(4)).  Before  such  a  determination  may  be  made 
that  obtaining  informed  consent  from  military  personnel  prior  to  the  use  of  an  investigational  drug  (including  an  antibiotic 

or  biological  product)  in  a  specific  protocol  under  an  investigational  new  drug  application  (IND)  sponsored  by  the 
Department  of  Defense  (DOD)  and  limited  to  specific  military  personnel  involved  in  a  particular  military  operation  is  not 
feasible  or  is  contrary  to  the  best  interests  of  the  military  members  involved  the  Secretary  of  Defense  must  first  request 
such  a  determination  from  the  President,  and  certify  and  document  to  the  President  that  the  following  standards  and 
criteria  contained  in  paragraphs  (d)(1)  through  (d)(4)  of  this  section  have  been  met. 

(i)  The  extent  and  strength  of  evidence  of  the  safety  and  effectiveness  of  the  investigational  new  drug  in  relation  to 
the  medical  risk  that  could  be  encountered  during  the  military  operation  supports  the  drug's  administration  under  an  IND. 

(ii)  The  military  operation  presents  a  substantial  risk  that  military  personnel  may  be  subject  to  a  chemical,  biological, 

nuclear,  or  other  exposure  likely  to  produce  death  or  serious  or  life-threatening  injury  or  illness. 

(iii)  There  is  no  available  satisfactory  alternative  therapeutic  or  preventive  treatment  in  relation  to  the  intended  use  of 

the  investigational  new  drug. 

(iv)  Conditioning  use  of  the  investigational  new  drug  on  the  voluntary  participation  of  each  member  could  significantly 
risk  the  safety  and  health  of  any  individual  member  who  would  decline  its  use,  the  safety  of  other  military  personnel,  and 

the  accomplishment  of  the  military  mission. 

(v)  A  duly  constituted  institutional  review  board  (IRB)  established  and  operated  in  accordance  with  the  requirements 
of  paragraphs  (d)(2)  and  (d)(3)  of  this  section,  responsible  for  review  of  the  study,  has  reviewed  and  approved  the 

investigational  new  drug  protocol  and  the  administration  of  the  investigational  new  drug  without  informed  consent.  DOD's 
request  is  to  include  the  documentation  required  by  §56.1 1 5(a)(2)  of  this  chapter. 

(vi)  DOD  has  explained: 

(A)  The  context  in  which  the  investigational  drug  will  be  administered,  e.g.,  the  setting  or  whether  it  will  be  self- 
administered  or  it  will  be  administered  by  a  health  professional; 

(B)  The  nature  of  the  disease  or  condition  for  which  the  preventive  or  therapeutic  treatment  is  intended;  and 

(C)  To  the  extent  there  are  existing  data  or  information  available,  information  on  conditions  that  could  alter  the 

effects  of  the  investigational  drug. 

(vii)  DOD's  recordkeeping  system  is  capable  of  tracking  and  will  be  used  to  track  the  proposed  treatment  from 

supplier  to  the  individual  recipient. 
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(viii)  Each  member  involved  in  the  military  operation  will  be  given,  prior  to  the  administration  of  the  investigational 
new  drug,  a  specific  written  information  sheet  (including  information  required  by  1 0  U.S.C.  1 1 07(d))  concerning  the 
investigational  new  drug,  the  risks  and  benefits  of  its  use,  potential  side  effects,  and  other  pertinent  information  about  the 

appropriate  use  of  the  product. 

(ix)  Medical  records  of  members  involved  in  the  military  operation  will  accurately  document  the  receipt  by  members 

of  the  notification  required  by  paragraph  (d)(1)(viii)  of  this  section. 

(x)  Medical  records  of  members  involved  in  the  military  operation  will  accurately  document  the  receipt  by  members 
of  any  investigational  new  drugs  in  accordance  with  FDA  regulations  including  part  312  of  this  chapter. 

(xi)  DOD  will  provide  adequate  followup  to  assess  whether  there  are  beneficial  or  adverse  health  consequences  that 

result  from  the  use  of  the  investigational  product. 

(xii)  DOD  is  pursuing  drug  development,  including  a  time  line,  and  marketing  approval  with  due  diligence. 

(xiii)  FDA  has  concluded  that  the  investigational  new  drug  protocol  may  proceed  subject  to  a  decision  by  the 

President  on  the  informed  consent  waiver  request. 

(xiv)  DOD  will  provide  training  to  the  appropriate  medical  personnel  and  potential  recipients  on  the  specific 
investigational  new  drug  to  be  administered  prior  to  its  use. 

(xv)  DOD  has  stated  and  justified  the  time  period  for  which  the  waiver  is  needed,  not  to  exceed  one  year,  unless 

separately  renewed  under  these  standards  and  criteria. 

(xvi)  DOD  shall  have  a  continuing  obligation  to  report  to  the  FDA  and  to  the  President  any  changed  circumstances 
relating  to  these  standards  and  criteria  (including  the  time  period  referred  to  in  paragraph  (d)(1)(xv)  of  this  section)  or  that 
otherwise  might  affect  the  determination  to  use  an  investigational  new  drug  without  informed  consent. 

(xvii)  DOD  is  to  provide  public  notice  as  soon  as  practicable  and  consistent  with  classification  requirements  through 
notice  in  the  Federal  Register  describing  each  waiver  of  informed  consent  determination,  a  summary  of  the  most 
updated  scientific  information  on  the  products  used,  and  other  pertinent  information. 

(xviii)  Use  of  the  investigational  drug  without  informed  consent  otherwise  conforms  with  applicable  law. 

(2)  The  duly  constituted  institutional  review  board,  described  in  paragraph  (d)(1)(v)  of  this  section,  must  include  at 
least  3  nonaffiliated  members  who  shall  not  be  employees  or  officers  of  the  Federal  Government  (other  than  for  purposes 
of  membership  on  the  IRB)  and  shall  be  required  to  obtain  any  necessary  security  clearances.  This  IRB  shall  review  the 

proposed  IND  protocol  at  a  convened  meeting  at  which  a  majority  of  the  members  are  present  including  at  least  one 
member  whose  primary  concerns  are  in  nonscientific  areas  and,  if  feasible,  including  a  majority  of  the  nonaffiliated 
members.  The  information  required  by  §56.1 15(a)(2)  of  this  chapter  is  to  be  provided  to  the  Secretary  of  Defense  for 

further  review. 

(3)  The  duly  constituted  institutional  review  board,  described  in  paragraph  (d)(1)(v)  of  this  section,  must  review  and 

approve: 

(i)  The  required  information  sheet; 

(ii)  The  adequacy  of  the  plan  to  disseminate  information,  including  distribution  of  the  information  sheet  to  potential 
recipients,  on  the  investigational  product  (e.g.,  in  forms  other  than  written); 

(iii)  The  adequacy  of  the  information  and  plans  for  its  dissemination  to  health  care  providers,  including  potential  side 
effects,  contraindications,  potential  interactions,  and  other  pertinent  considerations;  and 
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(iv)  An  informed  consent  form  as  required  by  part  50  of  this  chapter,  in  those  circumstances  in  which  DOD 
determines  that  informed  consent  may  be  obtained  from  some  or  aii  personnei  invoived. 

(4)  DOD  is  to  submit  to  FDA  summaries  of  institutionai  review  board  meetings  at  which  the  proposed  protocoi  has 

been  reviewed. 

(5)  Nothing  in  these  criteria  or  standards  is  intended  to  preempt  or  iimit  FDA's  and  DOD's  authority  or  obiigations 

under  appiicabie  statutes  and  reguiations. 

(e)(1)  Obtaining  informed  consent  for  investigationai  in  vitro  diagnostic  devices  used  to  identify  chemicai,  bioiogicai, 
radioiogicai,  or  nuciear  agents  wiii  be  deemed  feasibie  uniess,  before  use  of  the  test  articie,  both  the  investigator  (e.g., 
ciinicai  iaboratory  director  or  other  responsibie  individuai)  and  a  physician  who  is  not  otherwise  participating  in  the  ciinicai 
investigation  make  the  determinations  and  iater  certify  in  writing  aii  of  the  foiiowing: 

(i)  The  human  subject  is  confronted  by  a  iife-threatening  situation  necessitating  the  use  of  the  investigationai  in  vitro 
diagnostic  device  to  identify  a  chemicai,  bioiogicai,  radioiogicai,  or  nuciear  agent  that  wouid  suggest  a  terrorism  event  or 

other  pubiic  heaith  emergency. 

(ii)  Informed  consent  cannot  be  obtained  from  the  subject  because: 

(A)  There  was  no  reasonabie  way  for  the  person  directing  that  the  specimen  be  coiiected  to  know,  at  the  time  the 
specimen  was  coiiected,  that  there  wouid  be  a  need  to  use  the  investigationai  in  vitro  diagnostic  device  on  that  subject's 

specimen;  and 

(B)  Time  is  not  sufficient  to  obtain  consent  from  the  subject  without  risking  the  iife  of  the  subject. 

(iii)  Time  is  not  sufficient  to  obtain  consent  from  the  subject's  iegaiiy  authorized  representative. 

(iv)  There  is  no  cieared  or  approved  avaiiabie  aiternative  method  of  diagnosis,  to  identify  the  chemicai,  bioiogicai, 
radioiogicai,  or  nuciear  agent  that  provides  an  equai  or  greater  iikeiihood  of  saving  the  iife  of  the  subject. 

(2)  If  use  of  the  investigational  device  is,  in  the  opinion  of  the  investigator  (e.g.,  clinical  laboratory  director  or  other 
responsible  person),  required  to  preserve  the  life  of  the  subject,  and  time  is  not  sufficient  to  obtain  the  independent 
determination  required  in  paragraph  (e)(1)  of  this  section  in  advance  of  using  the  investigational  device,  the 
determinations  of  the  investigator  shall  be  made  and,  within  5  working  days  after  the  use  of  the  device,  be  reviewed  and 
evaluated  in  writing  by  a  physician  who  is  not  participating  in  the  clinical  investigation. 

(3)  The  investigator  must  submit  the  written  certification  of  the  determinations  made  by  the  investigator  and  an 
independent  physician  required  in  paragraph  (e)(1)  or  (e)(2)  of  this  section  to  the  IRB  and  FDA  within  5  working  days  after 

the  use  of  the  device. 

(4)  An  investigator  must  disclose  the  investigational  status  of  the  in  vitro  diagnostic  device  and  what  is  known  about 
the  performance  characteristics  of  the  device  in  the  report  to  the  subject's  health  care  provider  and  in  any  report  to  public 
health  authorities.  The  investigator  must  provide  the  IRB  with  the  information  required  in  §50.25  (except  for  the 
information  described  in  §50. 25(a)(8))  and  the  procedures  that  will  be  used  to  provide  this  information  to  each  subject  or 
the  subject's  legally  authorized  representative  at  the  time  the  test  results  are  provided  to  the  subject's  health  care  provider 

and  public  health  authorities. 

(5)  The  IRB  is  responsible  for  ensuring  the  adequacy  of  the  information  required  in  section  50.25  (except  for  the 
information  described  in  §50. 25(a)(8))  and  for  ensuring  that  procedures  are  in  place  to  provide  this  information  to  each 

subject  or  the  subject's  legally  authorized  representative. 

(6)  No  State  or  political  subdivision  of  a  State  may  establish  or  continue  in  effect  any  law,  rule,  regulation  or  other 
requirement  that  informed  consent  be  obtained  before  an  investigational  in  vitro  diagnostic  device  may  be  used  to  identify 
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chemical,  biological,  radiological,  or  nuclear  agent  in  suspected  terrorism  events  and  other  potential  public  health 
emergencies  that  is  different  from,  or  in  addition  to,  the  requirements  of  this  regulation. 

[46  FR  8951 ,  Jan.  27,  1 981 ,  as  amended  at  55  FR  52817,  Dec.  21 ,  1 990;  64  FR  399,  Jan.  5,  1 999;  64  FR  541 88,  Oct.  5,  1 999;  71  FR 
32833,  June  7,  2006;  76  FR  36993,  June  24,  2011] 

^  Back  to  Top 

§50.24  Exception  from  informed  consent  requirements  for  emergency  research. 

(a)  The  IRB  responsible  for  the  review,  approval,  and  continuing  review  of  the  clinical  investigation  described  in  this 
section  may  approve  that  investigation  without  requiring  that  informed  consent  of  all  research  subjects  be  obtained  if  the 
IRB  (with  the  concurrence  of  a  licensed  physician  who  is  a  member  of  or  consultant  to  the  IRB  and  who  is  not  otherwise 
participating  in  the  clinical  investigation)  finds  and  documents  each  of  the  following: 

(1)  The  human  subjects  are  in  a  life-threatening  situation,  available  treatments  are  unproven  or  unsatisfactory,  and 
the  collection  of  valid  scientific  evidence,  which  may  include  evidence  obtained  through  randomized  placebo-controlled 
investigations,  is  necessary  to  determine  the  safety  and  effectiveness  of  particular  interventions. 

(2)  Obtaining  informed  consent  is  not  feasible  because: 

(i)  The  subjects  will  not  be  able  to  give  their  informed  consent  as  a  result  of  their  medical  condition; 

(ii)  The  intervention  under  investigation  must  be  administered  before  consent  from  the  subjects'  legally  authorized 

representatives  is  feasible;  and 

(iii)  There  is  no  reasonable  way  to  identify  prospectively  the  individuals  likely  to  become  eligible  for  participation  in 

the  clinical  investigation. 

(3)  Participation  in  the  research  holds  out  the  prospect  of  direct  benefit  to  the  subjects  because: 

(i)  Subjects  are  facing  a  life-threatening  situation  that  necessitates  intervention; 

(ii)  Appropriate  animal  and  other  preclinical  studies  have  been  conducted,  and  the  information  derived  from  those 
studies  and  related  evidence  support  the  potential  for  the  intervention  to  provide  a  direct  benefit  to  the  individual  subjects; 

and 

(iii)  Risks  associated  with  the  investigation  are  reasonable  in  relation  to  what  is  known  about  the  medical  condition  of 
the  potential  class  of  subjects,  the  risks  and  benefits  of  standard  therapy,  if  any,  and  what  is  known  about  the  risks  and 

benefits  of  the  proposed  intervention  or  activity. 

(4)  The  clinical  investigation  could  not  practicably  be  carried  out  without  the  waiver. 

(5)  The  proposed  investigational  plan  defines  the  length  of  the  potential  therapeutic  window  based  on  scientific 
evidence,  and  the  investigator  has  committed  to  attempting  to  contact  a  legally  authorized  representative  for  each  subject 
within  that  window  of  time  and,  if  feasible,  to  asking  the  legally  authorized  representative  contacted  for  consent  within  that 
window  rather  than  proceeding  without  consent.  The  investigator  will  summarize  efforts  made  to  contact  legally  authorized 
representatives  and  make  this  information  available  to  the  IRB  at  the  time  of  continuing  review. 

(6)  The  IRB  has  reviewed  and  approved  informed  consent  procedures  and  an  informed  consent  document 
consistent  with  §50.25.  These  procedures  and  the  informed  consent  document  are  to  be  used  with  subjects  or  their  legally 
authorized  representatives  in  situations  where  use  of  such  procedures  and  documents  is  feasible.  The  IRB  has  reviewed 
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and  approved  procedures  and  information  to  be  used  when  providing  an  opportunity  for  a  famiiy  member  to  object  to  a 
subject's  participation  in  the  ciinicai  investigation  consistent  with  paragraph  (a)(7)(v)  of  this  section. 

(7)  Additionai  protections  of  the  rights  and  weifare  of  the  subjects  wiii  be  provided,  inciuding,  at  ieast: 

(i)  Consuitation  (inciuding,  where  appropriate,  consuitation  carried  out  by  the  IRB)  with  representatives  of  the 

communities  in  which  the  ciinicai  investigation  wiii  be  conducted  and  from  which  the  subjects  wiii  be  drawn; 

(ii)  Pubiic  disciosure  to  the  communities  in  which  the  ciinicai  investigation  wiii  be  conducted  and  from  which  the 
subjects  wiii  be  drawn,  prior  to  initiation  of  the  ciinicai  investigation,  of  pians  for  the  investigation  and  its  risks  and 

expected  benefits; 

(iii)  Pubiic  disciosure  of  sufficient  information  foiiowing  compietion  of  the  ciinicai  investigation  to  apprise  the 
community  and  researchers  of  the  study,  inciuding  the  demographic  characteristics  of  the  research  popuiation,  and  its 

resuits; 

(iv)  Estabiishment  of  an  independent  data  monitoring  committee  to  exercise  oversight  of  the  ciinicai  investigation; 

and 

(v)  If  obtaining  informed  consent  is  not  feasibie  and  a  iegaiiy  authorized  representative  is  not  reasonabiy  avaiiabie, 
the  investigator  has  committed,  if  feasibie,  to  attempting  to  contact  within  the  therapeutic  window  the  subject's  famiiy 

member  who  is  not  a  iegaiiy  authorized  representative,  and  asking  whether  he  or  she  objects  to  the  subject's  participation 
in  the  ciinicai  investigation.  The  investigator  wiii  summarize  efforts  made  to  contact  famiiy  members  and  make  this 

information  avaiiabie  to  the  IRB  at  the  time  of  continuing  review. 

(b)  The  IRB  is  responsibie  for  ensuring  that  procedures  are  in  piace  to  inform,  at  the  eariiest  feasibie  opportunity, 
each  subject,  or  if  the  subject  remains  incapacitated,  a  iegaiiy  authorized  representative  of  the  subject,  or  if  such  a 
representative  is  not  reasonabiy  avaiiabie,  a  famiiy  member,  of  the  subject's  inciusion  in  the  ciinicai  investigation,  the 
detaiis  of  the  investigation  and  other  information  contained  in  the  informed  consent  document.  The  IRB  shall  also  ensure 
that  there  is  a  procedure  to  inform  the  subject,  or  if  the  subject  remains  incapacitated,  a  legally  authorized  representative 
of  the  subject,  or  if  such  a  representative  is  not  reasonably  available,  a  family  member,  that  he  or  she  may  discontinue  the 
subject's  participation  at  any  time  without  penalty  or  loss  of  benefits  to  which  the  subject  is  otherwise  entitled.  If  a  legally 
authorized  representative  or  family  member  is  told  about  the  clinical  investigation  and  the  subject's  condition  improves, 
the  subject  is  also  to  be  informed  as  soon  as  feasible.  If  a  subject  is  entered  into  a  clinical  investigation  with  waived 
consent  and  the  subject  dies  before  a  legally  authorized  representative  or  family  member  can  be  contacted,  information 
about  the  clinical  investigation  is  to  be  provided  to  the  subject's  legally  authorized  representative  or  family  member,  if 

feasible. 

(c)  The  IRB  determinations  required  by  paragraph  (a)  of  this  section  and  the  documentation  required  by  paragraph 
(e)  of  this  section  are  to  be  retained  by  the  IRB  for  at  least  3  years  after  completion  of  the  clinical  investigation,  and  the 

records  shall  be  accessible  for  inspection  and  copying  by  FDA  in  accordance  with  §56.1 15(b)  of  this  chapter. 

(d)  Protocols  involving  an  exception  to  the  informed  consent  requirement  under  this  section  must  be  performed 
under  a  separate  investigational  new  drug  application  (IND)  or  investigational  device  exemption  (IDE)  that  clearly 
identifies  such  protocols  as  protocols  that  may  include  subjects  who  are  unable  to  consent.  The  submission  of  those 
protocols  in  a  separate  IND/IDE  is  required  even  if  an  IND  for  the  same  drug  product  or  an  IDE  for  the  same  device 
already  exists.  Applications  for  investigations  under  this  section  may  not  be  submitted  as  amendments  under  §§312.30  or 

812.35  of  this  chapter. 

(e)  If  an  IRB  determines  that  it  cannot  approve  a  clinical  investigation  because  the  investigation  does  not  meet  the 
criteria  in  the  exception  provided  under  paragraph  (a)  of  this  section  or  because  of  other  relevant  ethical  concerns,  the 
IRB  must  document  its  findings  and  provide  these  findings  promptly  in  writing  to  the  clinical  investigator  and  to  the 
sponsor  of  the  clinical  investigation.  The  sponsor  of  the  clinical  investigation  must  promptly  disclose  this  information  to 
FDA  and  to  the  sponsor's  clinical  investigators  who  are  participating  or  are  asked  to  participate  in  this  or  a  substantially 
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equivalent  clinical  investigation  of  the  sponsor,  and  to  other  IRB's  that  have  been,  or  are,  asked  to  review  this  or  a 

substantially  equivalent  investigation  by  that  sponsor. 


[61  FR  51528,  Oct.  2,  1996] 

^  Back  to  Top 

§50.25  Elements  of  informed  consent. 

(a)  Basic  elements  of  informed  consent.  In  seeking  informed  consent,  the  following  information  shall  be  provided  to 

each  subject: 

(1)  A  statement  that  the  study  involves  research,  an  explanation  of  the  purposes  of  the  research  and  the  expected 
duration  of  the  subject's  participation,  a  description  of  the  procedures  to  be  followed,  and  identification  of  any  procedures 

which  are  experimental. 

(2)  A  description  of  any  reasonably  foreseeable  risks  or  discomforts  to  the  subject. 

(3)  A  description  of  any  benefits  to  the  subject  or  to  others  which  may  reasonably  be  expected  from  the  research. 

(4)  A  disclosure  of  appropriate  alternative  procedures  or  courses  of  treatment,  if  any,  that  might  be  advantageous  to 

the  subject. 

(5)  A  statement  describing  the  extent,  if  any,  to  which  confidentiality  of  records  identifying  the  subject  will  be 
maintained  and  that  notes  the  possibility  that  the  Food  and  Drug  Administration  may  inspect  the  records. 

(6)  For  research  involving  more  than  minimal  risk,  an  explanation  as  to  whether  any  compensation  and  an 
explanation  as  to  whether  any  medical  treatments  are  available  if  injury  occurs  and,  if  so,  what  they  consist  of,  or  where 

further  information  may  be  obtained. 

(7)  An  explanation  of  whom  to  contact  for  answers  to  pertinent  questions  about  the  research  and  research  subjects' 

rights,  and  whom  to  contact  in  the  event  of  a  research-related  injury  to  the  subject. 

(8)  A  statement  that  participation  is  voluntary,  that  refusal  to  participate  will  involve  no  penalty  or  loss  of  benefits  to 
which  the  subject  is  otherwise  entitled,  and  that  the  subject  may  discontinue  participation  at  any  time  without  penalty  or 

loss  of  benefits  to  which  the  subject  is  otherwise  entitled. 

(b)  Additional  elements  of  informed  consent.  When  appropriate,  one  or  more  of  the  following  elements  of  information 

shall  also  be  provided  to  each  subject: 

(1 )  A  statement  that  the  particular  treatment  or  procedure  may  involve  risks  to  the  subject  (or  to  the  embryo  or  fetus, 

if  the  subject  is  or  may  become  pregnant)  which  are  currently  unforeseeable. 

(2)  Anticipated  circumstances  under  which  the  subject's  participation  may  be  terminated  by  the  investigator  without 

regard  to  the  subject's  consent. 

(3)  Any  additional  costs  to  the  subject  that  may  result  from  participation  in  the  research. 

(4)  The  consequences  of  a  subject's  decision  to  withdraw  from  the  research  and  procedures  for  orderly  termination 

of  participation  by  the  subject. 

(5)  A  statement  that  significant  new  findings  developed  during  the  course  of  the  research  which  may  relate  to  the 
subject's  willingness  to  continue  participation  will  be  provided  to  the  subject. 
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(6)  The  approximate  number  of  subjects  involved  in  the  study. 

(c)  When  seeking  informed  consent  for  applicable  clinical  trials,  as  defined  in  42  U.S.C.  282(j)(1  )(A),  the  following 
statement  shall  be  provided  to  each  clinical  trial  subject  in  informed  consent  documents  and  processes.  This  will  notify  the 

clinical  trial  subject  that  clinical  trial  information  has  been  or  will  be  submitted  for  inclusion  in  the  clinical  trial  registry 
databank  under  paragraph  (j)  of  section  402  of  the  Public  Health  Service  Act.  The  statement  is;  “A  description  of  this 
clinical  trial  will  be  available  on  http://www.ClinicalTrials.gov,  as  required  by  U.S.  Law.  This  Web  site  will  not  include 
information  that  can  identify  you.  At  most,  the  Web  site  will  include  a  summary  of  the  results.  You  can  search  this  Web 

site  at  any  time.” 

(d)  The  informed  consent  requirements  in  these  regulations  are  not  intended  to  preempt  any  applicable  Federal, 
State,  or  local  laws  which  require  additional  information  to  be  disclosed  for  informed  consent  to  be  legally  effective. 

(e)  Nothing  in  these  regulations  is  intended  to  limit  the  authority  of  a  physician  to  provide  emergency  medical  care  to 
the  extent  the  physician  is  permitted  to  do  so  under  applicable  Federal,  State,  or  local  law. 

[46  FR  8951 ,  Jan.  27,  1 981 ,  as  amended  at  76  FR  270,  Jan.  4,  2011] 

^  Back  to  Top 

§50.27  Documentation  of  informed  consent. 

(a)  Except  as  provided  in  §56.1 09(c),  informed  consent  shall  be  documented  by  the  use  of  a  written  consent  form 
approved  by  the  IRB  and  signed  and  dated  by  the  subject  or  the  subject's  legally  authorized  representative  at  the  time  of 

consent.  A  copy  shall  be  given  to  the  person  signing  the  form. 

(b)  Except  as  provided  in  §56.1 09(c),  the  consent  form  may  be  either  of  the  following: 

(1)  A  written  consent  document  that  embodies  the  elements  of  informed  consent  required  by  §50.25.  This  form  may 
be  read  to  the  subject  or  the  subject's  legally  authorized  representative,  but,  in  any  event,  the  investigator  shall  give  either 
the  subject  or  the  representative  adequate  opportunity  to  read  it  before  it  is  signed. 

(2)  A  short  form  written  consent  document  stating  that  the  elements  of  informed  consent  required  by  §50.25  have 
been  presented  orally  to  the  subject  or  the  subject's  legally  authorized  representative.  When  this  method  is  used,  there 
shall  be  a  witness  to  the  oral  presentation.  Also,  the  IRB  shall  approve  a  written  summary  of  what  is  to  be  said  to  the 
subject  or  the  representative.  Only  the  short  form  itself  is  to  be  signed  by  the  subject  or  the  representative.  However,  the 
witness  shall  sign  both  the  short  form  and  a  copy  of  the  summary,  and  the  person  actually  obtaining  the  consent  shall  sign 
a  copy  of  the  summary.  A  copy  of  the  summary  shall  be  given  to  the  subject  or  the  representative  in  addition  to  a  copy  of 

the  short  form. 

[46  FR  8951,  Jan.  27,  1981,  as  amended  at  61  FR  57280,  Nov.  5,  1996] 
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WAPHS 

VA  PITTSBURGH  HEALTHCARE  SYSTEM 

Investigational  Drug  Study 

TREATMENT  ALLOCATION  REQUEST 

FORM 

Sub 

Init 

ject  Name: 

lal+Last  4  digits  SS# 

f 

Nerve  Block  Study 

Title:  4-Drug  Nerve  Block  versus  Plain  Local  Anesthetic  for  Knee  and  Hip  Arthroplasty 

Analgesia  in  Veterans 

PRO#  1357 

Principal  Investigator:  Brian  Williams,  MD 

Co-Investigators:  Michael  Mangione,  MD;  Visala  Muluk,  MD;  James  Ibinson,  MD 
Study  Coordinator:  Karen  Gilbert 

□  NKA  OR  Allergies:. 

TYPE  of  PROCEDURE 

□  Total  KNEE  replacement 

□  Total  HIP  Replacement 

Randomization  Number_ 

Treatment  Allocation  Request  Submitted  by: 

Signature -  DATE. 

Printed  Name _ 


IDS  USE  ONLY 

Envelope  (Randomization)  Number  provided _ 

Treatment  allocated: 

□  CONTROL:  Bupivacaine  ONLY 

□  ACTIVE:  BUPIVACAINE-CLONIDINE-BUPRENORPHINE-DEXAMETHASONE 

Provided  by: _  DATE. 


AGE 

□  <  69  years  old 

□  >  69  years  old 

maximum  of  85  years 


DIABETES  STATUS 

□  Diabetes  PRESENT 

□  Diabetes  ABSENT 


TKA/THA  Nerve  Block  Study 

Form  AE 

Adverse  Event  Log 

Final  02/25/2016 

Study  ID 

Staff  Initials  Form  Date  (see  Report  Dates,  below) 

Date  of  onset 

(mm/dd/yy) 

Date 
reported 
to  staff 

■  (mm/dd/yyyy) 

Severity 

1=mild 

2=moderate 

3=severe 

4=life 

threatening 

Serious 

Expected 

Related  to  study  drug 

1=unrelatecl 

2=possibly 

related 

3=probably 

_ related  _ 

Date 

reported  to 
IRB 

(mm/dd/yyyy) 

Outcome  status 

1=resolved 

2=controlled/stable 

3=continuing 

Outcome  date 

(mm/dd/yy) 

(if  not 
continuing) 

Reviewed 
Initials  &  Date 

Initial 

Most 

severe 

BPV 

Cion 

Bupre 

DXMS 

/  / 

/  / 

Y  N 

Y  N 

/  / 

/  / 

Description: 

/  / 

/  / 

Y  N 

/  / 

/  / 

Description: 

/  / 

/  / 

Y  N 

Y  N 

/  / 

/  / 

Description: 

/  / 

/  / 

Y  N 

Y  N 

/  / 

/  / 

Description: 

/  / 

/  / 

Y  N 

Y  N 

/  / 

/  / 

Description: 

/  / 

/  / 

Y  N 

Y  N 

/  / 

/  / 

Description: 

BPV;  bupivacaine;  Cion:  clonidine;  Bupre:  buprenorphine;  DXMS:  dexamethasone 
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TKAXTHA  NERVE  BLOCK  STUDY 

Form  ANES 

Surgical  Anesthesia  and  Recovery  Room 

Final  08/02/2016 

Studv  ID 

staff  Initials 

Form  Date  /  / 

1.  Date  of  surgery _ / _ / _ (mm/dd/yy) 

2.  Patient  weight  _ _ kg  BMI: _ . _ kg/m^ 

3.  Invoived  knee/hip  □  Left  □  Right 

3.1  If  of  chiidbearing  potentiai,  pregnancy  test  administered. 

3.2  If  administered,  pregnancy  test  resuit. 

Positive  pregnancy  test  resuit  necessitates  exciusion  from  triai. 

4.  Antiemetic  prophyiaxis  with  perphenazine  8  mg  po  before  surgery 

5.  Ondansetron  4  mg  IV  at  the  end  of  surgery. 

6.  Other  oral  premedication  with  dextromethorphan  60  mg  and  omeprazole  20  mg 

7.  Antiem.etic  prophylaxis  with  aprepitant  po  for  patients  at  higher  PONV  risk 

8.  Spinal  anesthesia:  24-25  G  pencil-point  needle  through  20  G  introducer;  hypobaric 
bupivacaine  12-15  mg  (plain),  diluted  with  sterile  water;  and  clonidine  0-15  meg 


If  Yes,  provide  volume  /  dose  and  time 


8.1  Spinal  bupivacaine  vol. 

mL  Time  (mil): 

8.2  Clonidine  dose 

mcq  Time  (mil): 

9.  Pre-block  /  pre-spinal  sedation  limited  to  one  or  more  of  these:  □  Yes  □  No 

midazolam  4  mg  fentanyl  100  meg  dexmedetomidine  (max  40  meg) 

Regardless  of  Yes  or  No,  specify  doses  used.  Enter  “0”  (zero)  if  not  used. 


9.1  midazolam  dose 

__mg 

9.2  fentanyl  dose 

_ meg 

9.3  dexmedetomidine  dose 

_ meg 

9.4  other  sedation 

_ mg 

of 

10  Intraoperative  sedation  with  propofol  and  0.5  mg/kg  ketamine  □  Yes  □  No 

If  Yes,  provide  dose 
10.1  total  ketamine  dose _ mg 


□  Yes  □  No 

□  Positive  □  Negative 

□  Yes  □  No 

□  Yes  □  No 

□  Yes  □  No 

□  Yes  □  No 

□  Yes  □  No  □  N/A 


1 1 .  Intraoperative  conversion  from  RegA  to  GETA,  with  use  of  volatile  agent  and/or  □  Yes  □  No 

fentanyl  during  GETA? 

(if  volatile  agent  or  fentanyl,  then  withdraw) 

12.  Nerve  blocks  performed  (provide  info  for  all  that  apply)  mA  msec  End  Time  (military) 

Lumbar  plexus  _  _  _ : _ 

Parasacral  _  _  _ : _ 

Sciatic  _  _  _ : _ _  □  US-Guided 

Femoral  nerve  _  _  _ : _  □  US-Guided 
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Form  ANES 

Surgical  Anesthesia  and  Recovery  Room 

Final  08/02/2016 

Study  ID 

staff  Initials 

Form  Date  /  / 

13.  PACU  Arrival  (military  time): _ 

14.  WAKE  score  upon  PACU  Arrival: _ 

15.  Pain  score  (movement)  upon  PACU  Arrival  (0-10) _ 

16.  PACU  opioids  □  Yes  □  No 

If  yes: _ _ 

(drug(s),  dose(s),  route) 

16b.  If  yes,  time  of  first  PACU  opioid  (military  time): _ 

17.  When  WAKE  Score  eligible  for  PACU  discharge  (military  time): _ 

18.  WAKE  Score  when  eligible  for  PACU  discharge: _ 

19.  Pain  score  (movement)  upon  WAKE  Score  eligible  for  PACU  discharge: _ 

20.  PACU  time  until  WAKE  Score  eligible  for  discharge: _ minutes 

21 .  Actual  PACU  discharge  (military  time): _ 

22.  Total  PACU  time: _ minutes 

23.  Source  documents  verified  and  printed? 

□  Anesthesia  record  (from  PICIS) 

□  Pre/Post  anesthesia  note  (from  CPRS) 

□  Nerve  block  note;  addendum  to  Pre-anesthesia  note 

□  Spinal  note;  addendum  to  Pre-anesthesia  note 

□  CPRS  Post-anesthesia  note 

□  PACU  record  (from  PICIS) 
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TKAXTHA  NERVE  BLOCK  STUDY 

Form  CIRS 

Cumulative  Illness  Rating  Scale/Comorbidity 

Final  08/19/2016 

Studv  ID 

staff  Initiais 

Form  Date  /  / 

_ 

Visit:  □  Baseiine* 


Each  system  is  rated  as  follows: 

1  = 

NONE: 

No  impairment  to  that  organ/system. 

2= 

MILD: 

impairment  does  not  interfere  with  normai  activity;  treatment  may  or  may  not  be  required;  prognosis  is  exceiient. 
(Exampies  couid  be  skin  iesions,  hernias,  or  hemorrhoids) 

3= 

MODERATE: 

impairment  interferes  with  normai  activity;  treatment  is  needed;  prognosis  is  good.  (Exampies  couid  be  gaiistones, 
diabetes,  or  fractures) 

4= 

SEVERE: 

impairment  is  disabiing;  treatment  is  urgentiy  needed;  prognosis  is  guarded.  (Exampies  couid  be  carcinoma, 
puimonary  emphysema,  or  congestive  heart  faiiure) 

5= 

EXTREMELY  SEVERE: 

impairment  is  iife  threatening;  treatment  is  urgent  or  of  an  avaii;  prognosis  is  grave.  (Exampies  couid  be  myocardiai 
infarction,  cerebrovascuiar  accident,  gastrointestinai  bieeding,  or  emboius) 

1 .  Cardiac  (heart  only) 

2.  Hypertension  (rating  based  on  severity;  affected 
systems  are  rated  separateiy) 

3.  Vascular  (biood,  biood  vesseis  and  ceiis,  marrow, 
spieen,  iymphatics) 

4.  Respiratory  (iungs,  bronchi,  trachea  beiow  the  iarynx) 

5.  EENT  (eyes,  ear,  nose,  throat,  iarynx) 

6.  Upper  Gl  (esophagus,  stomach,  duodenum,  biiiary  and 
pancreatic  trees;  do  not  inciude  diabetes) 

7.  Lower  Gl  (intestines,  hernias) 

8.  Hepatic  (iiver  oniy) 

9.  Renal  (kidneys  oniy) 

10.  Other  GU  (ureters,  biadder,  urethra,  prostate,  genitais) 

11.  Musculoskeletal-Integumentary  (muscies,  bone,  skin) 

12.  Neurological  (brain,  spinai  cord,  nerves:  do  not  inciude 
dementia) 

13.  Endocrine-Metabolic  (inciudes  diabetes,  diffuse 
infections,  infections,  toxicity) 

14.  Psychiatric/Behavioral  (inciudes  dementia,  depression, 
anxiety,  agitation,  psychosis) 


None 

in 
1  □ 

in 
in 
1  □ 
in 
in 
1  □ 
in 
1  □ 
in 
in 
1  □ 
in 


Mild  Moderate 

20  30 

2  0  3  0 

20  30 

2  0  3  0 

2  0  3  0 

20  30 

20  30 

2  0  3  0 

2  0  3  0 

2  0  3  0 

2  0  3  0 

2  0  3  0 

2  0  3  0 

2  0  3  0 


Extremely 
Severe  Severe 

4  0  5  0 

4  0  5  □ 

4  0  5  □ 

4  0  5  □ 

4  0  5  0 

4  0  5  0 

4  0  5  0 

4  0  5  □ 

4  0  5  □ 

4  0  5  0 

4  0  5  □ 

4B  5  □ 

4  0  5  0 

4  0  5  □ 


^Baseline:  Source  documents  verified  and  printed  from  GPRS  □  IMPACT  RN  note  □  IMPACT  NP/MD  note  □  Associated  addendum 
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TKA/THA  NERVE  BLOCK  STUDY 

Form  CEX 

Clinical  Exam  Form 

Version  06/03/2016 

Study  ID 

PT  Initials  Data  Entry  Initials 

Form  Date  /  / 

Visit:  □  Baseline  □  Post-op  1  □  Post-op 2  □  Post-op 3  □  Post-op 4  □  Post-op 5  □  Week  6 

□  Morning  □  Morning  □  Morning  □  Morning  □  Morning 

□  Afternoon  □  Afternoon  □  Afternoon  □  Afternoon  □  Afternoon 

□  Discharge  □  Discharge  □  Discharge  □  Discharge 

□  Treatment  was  cancelled  or  deferred  (all post-op  days).  Number  of  Attempts: _ Time: _ 

Reason  (check  all  that  apply): 

□  Patient  refused 

□  Test/ procedure: 

□  Dialysis 

□  Medical  order(s) 

□  III 


□  Nursing  advisement: _ 

□  Not  in  room/  off  of  ward 

□  Not  appropriate  for  treatment  because: 

□  With  other  healthcare  professional: _ 

□  Preparing  for  discharge  to: _ 


□  GPRS  source  document  printed 

□  Treatment  was  attempted:  (all post-op  days)  pj  start  Time: 
Surgical  side  (all  form  time  points):  □  Left  □  Right 


Pain  at  rest  -  0  to  1 0  (all  form  time  points): 
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TKA/THA  NERVE  BLOCK  STUDY 

Form  CEX 

Clinical  Exam  Form 

Version  06/03/2016 

Studv  ID 

PT  Initials  Data  Entry  Initials 

Form  Date  /  / 

NON -Surgical 

Surgical 

SENSATION  /  LIGHT  TOUCH  -supine  position  (all  form  time  points) 

L2-L4*  Distribution:  Test  was  attempted:  □  No  □  Yes 

L2-L4*  Distribution:  Test  was  attempted:  □  No  □  Yes 

□  Normal  □  Diminished/Absent 

□  Normal  □  Diminished/Absent 

*  Anterior  thigh  and  medial  anterior  lower  leg. 

L4-S3**  Distribution:  Test  was  attempted:  □  No  □  Yes 

L4-S3**  Distribution:  Test  was  attempted:  □  No  nYes 

□  Normal  □  Diminished/Absent 

□  Normal  □  Diminished/Absent 

**Lateral  lower  leg  and  foot. 

ROM  -  supine  position  (all  form  time  points) 

□  S/P  HIP  REPLACEMENT 

Test  was  attempted:  □  No  □  Yes 

Test  was  attempted:  □  No  □  Yes 

AROM  Hip  Flexion  (limit  to  90°):  ° 

AROM  Hip  Flexion  (limit  to  9(f):  ° 

PROM  Hip  Flexion  (limit  to  90°):  ° 

PROM  Hip  Flexion  (limit  to  9(f):  ° 

AROM  Hip  Abduction:  ° 

AROM  Hip  Abduction:  ° 

PROM  Hip  Abduction:  ° 

PROM  Hip  Abduction:  ° 

Pain  (0  -  10): 

Pain  (0  -  10): 

□  S/P  KNEE  REPLACEMENT 

Test  was  attempted:  □  No  □  Yes 

Test  was  attempted:  □  No  □  Yes 

□  Suraeon  ordered  a  knee  flexion  restriction  of  ° 

AROM  Knee  Flexion:  ° 

AROM  Knee  Flexion:  ° 

PROM  Knee  Flexion:  ° 

PROM  Knee  Flexion:  ° 

AROM  Knee  Extension*:  ° 

AROM  Knee  Extension*:  ° 

PROM  Knee  Extension*:  ° 

PROM  Knee  Extension*:  ° 

*  Flexion  Contracture  =  negative  value.  Hyperextension  =  positive  value. 

Pain  (0  -  10): 

Pain  0  -  10): 

STRAIGHT  LEG  RAISE  (all  form  time  points) 

Test  was  attempted:  □  No  □  Yes 

Patient  can  raise  the  leg  at  least  20-:  nYes  nNo 

Test  was  attempted:  □  No  □  Yes 

Patient  can  raise  the  leg  at  least  20®:  nYes  nNo 

Knee  extension  lag  fs  5° threshold):  □  Yes  □  No 

Knee  extension  lag  fs  5° threshold):  □  Yes  □  No 

□  PT outoibedwas  attempted. (all post-opdays)  □  PT  out  of  bed  was  NOT  attempted. fa// posf-op  days; 


STANDING  Blood  Pressure  (all  form  time  points):  Systolic: _  Diastolic: 
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TKA/THA  NERVE  BLOCK  STUDY 

Form  CEX 

Clinical  Exam  Form 

Version  06/03/2016 

Studv  ID 

PT  Initials  Data  Entry  Initials 

Form  Date  /  / 

STANDING  BALANCE  TESTS  (all  form  time  points) 

The  participant  must  be  able  to  stand  unassisted  without  the  use  of  a  cane  or  walker. 


1.  Side-by-Side  Score  pbsbs 

Held  for  10  sec 

Proceed  to  Semi- 
Tandem  Stand 

Not  held  for  10  sec 

Go  to  question  #2 

Not  attempted  (test  is  complete) 

□3 

Go  to  question  #3 

2.  Number  of  seconds  held  if  less  than  10  sec: 

(sernnHs) 

pbsbsles 

3.  If  participant  did  not  attempt  test:  (Mark  X  for  reason)  pbsbsnot 

a.  Tried  but  unable 

□  1 

b.  Participant  could  not  hold  position  unassisted 

□  2 

c.  Not  attempted,  you  felt  unsafe 

□  3 

d.  Not  attempted,  participant  felt  unsafe 

□  4 

e.  Participant  unable  to  understand  instructions 

□  5 

f.  Other  (specify)  bsbspfy 

□  6 

g.  Participant  refused 

□  998 

1.  Semi-Tandem  Stand  Score  pbsts 

Held  for  10  sec 

Proceed  to  Tandem 

Stand 

Not  held  for  10  sec 

□2 

Go  to  question  #2 

Not  attempted  (test  is  complete) 

□ 

(JO 

Go  to  question  #3 

2.  Number  of  seconds  held  if  less  than  10 

pbstsles 

sec:  _ 

econds) 

3.  If  participant  did  not  attempt  test:  (Mark  X  for  reason)  pbstsnot 

a.  Tried  but  unable 

□  1 

b.  Participant  could  not  hold  position  unassisted 

□  2 

c.  Not  attempted,  you  felt  unsafe 

□  3 

d.  Not  attempted,  participant  felt  unsafe 

□  4 
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TKA/THA  NERVE  BLOCK  STUDY 

Form  CEX 

Clinical  Exam  Form 

Version  06/03/2016 

Studv  ID 

PT  Initials  Data  Entry  Initials 

Form  Date  /  / 

e.  Participant  unable  to  understand  instructions 

□  5 

f.  Other  (specify)  pbstspfy 

□  6 

g.  Participant  refused 

□  998 

1.  Tandem  Stand  Score  pbts 

Held  for  10  sec 

^1 

Proceed  to  Next  Test 

Held  for  3  to  9.99  sec 

□2 

Go  to  question  #2 

Held  for  <  than  3  sec 

^3 

Go  to  question  #2 

Not  attempted  (test  is  complete) 

□4 

Go  to  question  #3 

2.  Number  of  seconds  held  if  less  than  10 

pbtsless 

sec: 

. _  (s 

econds) 

3.  If  participant  did  not  attempt  test:  (Mark  X  for  reason)  pbtsnot 

a.  Tried  but  unable 

□  1 

b.  Participant  could  not  hold  position  unassisted 

□  2 

c.  Not  attempted,  you  felt  unsafe 

□  3 

d.  Not  attempted,  participant  felt  unsafe 

□  4 

e.  Participant  unable  to  understand  instructions 

□  5 

f.  Other  (specify)  pbtsspfy 

□  6 

g.  Participant  refused 

□  998 

GAIT  SPEED  (all  form  time  points) 

Test  was  attempted:  □  No  □  Yes 

Time  to  walk  4  meters  (trial  1)  _ : _ (sec:  two  decimals) 

Time  to  walk  4  meters  (trial  2)  _ : _  (sec:  two  decimals) 

For  data  entry  only-  record  faster  time. 
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Form  CEX 

Clinical  Exam  Form 

Version  06/03/2016 

Studv  ID 

PT  Initials  Data  Entrv  Initials 

Form  Date  /  / 

FUNCTIONAL  INDEPENDENCE  MEASURE  -  FIM  (all  form  time  points) 


Pain  before  FIM  (0  - 10): 


Transfers  FIM 

Test  was  attempted:  □  No  □  Yes 

Score: _ 

Supine  to  Sit: _ 

Sit  to  Supine: _ 

Sit  to  Stand: _ 

Stand  to  Sit: _ 

Bed  Mobiiity: _ 


FIM  Transfers  -Score  coding: 

1.  Total  assistance  -  contributes  <25%  of  effort  or  unable  to  do 

2.  Maximal  assistance -performs  25 -50%  of  task 

3.  Moderate  assistance  -  performs  50-75%  of  task 

4.  Minimal  assistance  -  incidental  hands-on  help  (>  75%  of  task) 

5.  Supervision  -  standby  or  verbal  prompt  or  help  with  setup 

6.  Modified  independence  -  Require  device  but  no  physical  help 

7.  Fully  independent 


Gait  FIM 

Test  was  attempted:  □  No  □  Yes 

Score: _ 

Distance: _ ft 

Assistive  Device:  □  None 

□  Walker 

□  Cane 

□  Other:_ 

Level  of  Assistance: _ 


FIM  Gait-Score  coding: 

1.  Total  assistance;  <50  ft  OR  needs  2  helpers,  <25%  effort 

2.  Maximal  assistance;  50  - 150  ft,  25  -  50%  of  task  effort 

3.  Moderate  assistance;  50-75%  of  task  effort 

4.  Minimal  assistance;  >  75%  of  task  effort,  contact  assistance 
(through  corners  &  door  cells),  150  ft. 

5.  Supervision;  150  ft,  standby  or  verbal  prompt 

6.  Modified  independence;  150  ft,  needs  AD,  more  time,  safety 
concerns 

7.  Fully  independent;  150  ft,  safe,  reasonable  time 


Stairs  FIM 


Test  was  attempted:  □  No  □  Yes 

Score: _ 

Number  of  Steps: _ 

Assistive  Handrail  Used:  □  No  □  Yes 
Assistive  Device:  □  None 

□  Walker 

□  Cane 

□  Other: _ 

Level  of  Assistance: _ 


FIM  Stairs -Score  coding: 

1.  Total  assistance;  less  than  4  steps  OR  needs  2  helpers,  <25%  effort 

2.  Maximal  assistance;  4  to  11  steps,  25  -  50%  of  task  effort 

3.  Moderate  assistance;  12-14  steps,  50-75%  of  task  effort 

4.  Minimal  assistance;  12-14  steps,  >  75%  of  task  effort 

5.  Supervision;  12-14  steps,  100%  effort,  standby  or  prompt 
EXCEPTION:  4-6  steps  independently  with  or  no  AD 

6.  Modified  independence;  12-14  steps,  uses  device,  rails,  orthoses 

7.  Fully  independent;  12-14  steps,  timely,  safe,  no  rail 
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TKA/THA  NERVE  BLOCK  STUDY 

Form  CEX 

Clinical  Exam  Form 

Version  06/03/2016 

Studv  ID 

PT  Initials  Data  Entrv  Initials  Form  Date  /  / 

REPEATED  CHAIR  STAND  TEST  (baseline,  post-op  2,  post-op  3,  post-op  4,  post-op  5,  and  week  6) 

Test  was  attempted:  CH  Yes  EH  No 

Time  to  complete  five  stands: _ : _ (sec:  two  decimals) 

EH  Test  was  attempted  but  participant  could  not  complete  5  stands  (if  this  is  checked,  leave  time  to  complete  test 
blank). 

Use  the  foam  pad  over  the  seat  of  the  chair  for  patients  post  total  hip  arthroplasty  so  that  hip  flexion  is  not 
more  than  90  degrees  during  testing. 

STAIR  CLIMBING  TIME  (baseline,  week  6) 

Test  was  attempted:  □  No  □  Yes 

Time  : _ : _ (sec:  two  decimals) 


SINGLE-LEG  BALANCE  TEST  (baseline,  week  6) 

Test  was  attempted:  □  No  □  Yes 

Side  Trial  1  Trial  2  Trial  3 

_ Non-surgical  side: _  _  _ (sec:  two  decimals) 

_ Surgical  side:  _  _  _ (sec:  two  decimals) 

□  Pain  after  all  tests  -  0  to  10  (aliform  time  points): _ 


Comments: 
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TKA/THA  NERVE  BLOCK  STUDY 

Form  CEX 

Clinical  Exam  Form 

Version  06/03/2016 

Studv  ID 

PT  Initials  Data  Entry  Initials 

Form  Date  /  / 

ADDITIONAL  TREATMENT  INFORMATION  (all  post-op  days) 
Therapeutic  Exercise: 


□  Ankle  Pumps 

Reps 

□  Knee  PROM 

Reps 

□  KneeAROM 

Reps 

□  Hip  PROM 

Reps 

□  HipAROM 

Reps 

□  Straight  leg  raises 

Reps 

□  Ouad  sets 

Reps 

□  Gluteal  sets 

Reps 

□  Hamstrings  sets 

Reps 

□  Heel  slides 

Reps 

□  Short  arc  quads 

Reps 

□  HipABD/ADD 

Reps 

□  Bridging 

Reps 

□  Other 

□  Other 

Comments: 

Date  of  discharge  (discharge  day  only):  _ / _ /. 

□  GPRS  source  document  printed 
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TKA/THA  NERVE  BLOCK  STUDY 

Form  CONMEDS 

Concurrent  Medications 

Finai  01/15/2016 

StudvID 

Staff  Initials 

Form  Date  /  / 

Are  you  currently  taking  any  medications  (prescription,  over  the  counter,  vitamins,  minerals,  supplements),  or  non-drug  therapy?  □  Yes  □  No 


# 

Medication/ 
Non-drug  Therapy 

Indication 

Dose 

(per 

admin) 

Dose 

Units' 

Schedule/ 

Frequency® 

Dose 

Form® 

Route  of 
Administration'* 

Start 

Date 

End 

Date 

Baseline 

Med 

(Y/N) 

Continuing 
at  end  of 
study  (Y/N) 

Dose  Units^ 

1  -  g  (gram) 

2  -  mg  (milligram) 

3  -  gg  (microgram) 

4  -  L  (liter) 

5  -  mL  (milliliter) 

6  -  lU  (International  Unit) 

7  -  Other 


Schedule  (frequency)^ 

1  -  QD  (once  a  day)  7  -  QOM  (every  other  mo) 

2  -  BID  (twice  a  day)  8  -  QH  (every  hour) 

3  -  TID  (three  times  a  day)  9  -  AC  (before  meals) 

4  -  QID  (four  times  a  day)  1 0  -  PC  (after  meals) 

5  -  QOD  (every  other  day)  1 1  -  PRN  (as  needed) 

6  -  QM  (every  month)  12 -Once  only 

13 -Other 


Dose  Form® 


1  -  Tablet 

2  -  Capsule 

3  -  Ointment 

4  -  Suppository 

5  -  Aerosol 

6  -  Spray 


7  -  Suspension 

8  -  Patch 

9  -  Gas 
10 -Gel 

1 1  -  Cream 

12  -  Powder 


Route  of  Administration 

1  -  Oral  8  -  Inhalation 

2 -Topical  9  -  Intravenous 

3  -  Subcutaneous  1 0  -  Intraperitoneal 

4  -  Intradermal  1 1  -  Nasal 

5  -  Transdermal  12 -Vaginal 

6  -  Intraocular  1 3  -  Rectal 

7- Intramuscular  14 -Other 
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INSTRUCTIONS:  Record  all  agreements  determined  before  signing  of  consent 

1 .  Agrees  to  be  randomized  □  Yes  □  No 

2.  Understands  that  GA  is  not  used  except  as  backup  pian 

3.  Agrees  to  survey  compietion  before  surgery,  throughout  hospitai 
stay,  and  at  return  visit  at  two  and  six  weeks 

4.  Agrees  to  PT/OT  testing  before  surgery,  throughout  hospitai  stay, 
and  at  a  return  visit  at  six  weeks 

5.  The  study  has  been  discussed  with  the  subject  and  aii  questions 
were  answered. 

6.  Date  of  Enroiiment  /  signing  of  consent 

7.  The  subject  has  been  provided  with  a  SIGNED  and  DATED  copy 
of  the  Informed  Consent  Form. 


/  / 

□  Yes  □  No 


□  Yes  □  No 

□  Yes  □  No 

□  Yes  □  No 

□  Yes  □  No 
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Form  DCR 


TKA/THA  NERVE  BLOCK  STUDY 


Discharge  Disposition  and  Rehabiiitation  Finai  05/23/2016 


Study  I  D_ 


Staff  Initials 


Form  Date 


Visit:  □  6  Weeks 

1.  Date  of  hospital  discharge:  _ / _ / _ 

2.  After  hospital  discharge,  where  did  you  go?  □  Home 

(Check  all  that  apply)  Inpatient  Rehabilitation  Facility 

□  Skilled  Nursing  Facility 

□  Other, _ 

2.1.  For  the  settings  other  than  Flome,  how  Inpatient  Rehabilitation  Facility _ 

many  days  were  you  at  each  applicable  Skilled  Nursing  Facility  _ 

setting?  Other  _ days 

2.2.  If  you  were  discharged  to  an  Inpatient 
Rehabilitation  Facility,  Skilled  Nursing 
Facility,  or  Other,  what  date  did  you 

arrive  at  home?  - ^ ^ - 


2.3.  After  hospital  discharge,  have  you  been 
re-admitted  to  a  hospital? 


□  Yes  □  No 


3.  Did  you  have  rehabilitation  for  your  [knee/hip]  replacement  after  hospital  discharge?  □  Yes  □  No 
If  Yes, 


3.1  Where  was  it  done? 
(Check  all  that  apply) 


□  Flome 

□  Inpatient  Rehabilitation  Facility 

□  Skilled  Nursing  Facility 

□  Outpatient  Facility 


3.2  Number  of  days 


3.3  Sessions  per  day 


sessions  /  day  (on  average) 


3.4  Duration  of  each  session 


minutes  (on  average) 
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TKA/THA  NERVE  BLOCK  STUDY 

Form  DCR 

Discharge  Disposition  and  Rehabiiitation 

Finai  05/23/2016 

Study  ID 

Staff  Initials  Form  Date  /  / 

3.5  Content  of  rehabilitation  □  pain/swelling  control 

□  Knee/hip  range  of  motion 

□  Gait  training 

□  Aerobic  training 

□  High  intensity  strengthening 

□  Low  intensity  strengthening 

□  Functional  training 

3.6  On  a  scale  of  0  (no  effort)  to  100  (the  effort  that  you  put  into  basic  training  in  military  service),  how  much 
effort  did  you  put  into  physical  therapy  after  hospital  discharge? 


No 

effort 

(0) 


As  much  as  in 
basic  training 
(100) 
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TKAXTHA  NERVE  BLOCK  STUDY 

Form  DEM 

Demographics 

Final  04/06/2016 

Studv  ID 

staff  Initials 

Form  Date  /  / 

_ 

1 .  Date  of  birth _ / _ / _ 

mm  dd  yyyy 

2.  Age  _ years 

3.  Are  you  Hispanic  or  Latino?  □  Yes  □  No 

4.  With  which  race(s)  do  you  identify?  (check  aii  that  appiy) 

□  American  Indian  or  Aiaskan  Native 

□  Asian 

□  Biack  or  African  American 

□  Native  Hawaiian  or  other  Pacific  Isiander 

□  White 

□  Other,  specify _ 

I  would  like  to  learn  more  about  you,  especially  your  background,  activities  and  health. 

5.  Do  you  iive  aione?  □  Yes  □  No 


If  No: 


5.1  Who  lives  with  you?  (check  all  that  apply) 

5.2  Including  yourself,  how  many  live  in 

□  Spouse 

your  household? 

□  Child 

□  Friend 

□  Other  Relative 

□  Refused 

□  Paid  Employee 

□  Other,  specifv 

□  Refused 

6.  Which  of  the  foiiowing  best  describes  your  current  maritai  status?  (seiect  oniy  one) 

□  Married,  or  cohabiting 

□  Separated 

□  Divorced 

□  Widowed 

□  Never  married 

□  Other,  specify _ 

□  Refused 

7.  What  was  the  highest  grade  or  ievei  of  education  you  compieted?  (seiect  oniy  one) 

□  No  formai  education 

□  Eiementary  schooi  (K-8) 

□  High  schooi  /  ORE  /  equivaient  (9-12) 

□  Coiiege 

□  Post  graduate 

□  Other,  specify _ 

□  Refused 
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TKAXTHA  NERVE  BLOCK  STUDY 


Form  DEM  Demographics  Final  04/06/2016 

study  ID _  Staff  Initials _  Form  Date _ / _ / 

8.  Current  smoking  status  □  Non-smoker  □  <1  ppd  □  >1  ppd 

9.  On  short-acting  opioids  for  appropriate  medical  indications  □  Yes  □  No 

10.  Chronic  pain  syndrome  by  patient  history  □  Yes  □  No 

11.  Diabetic  □  Yes  □  No 

12.  Obstructive  Sleep  Apnea  □  Yes  □  No  IfYes,  AHI: _ 

13.  Height _ feet _ inches  /  or _ cm  (patient  report) 

14.  Weight _ lb  /or _ kg  (patient  report) 

15.  BMI  _ . _  (calculate  based  on  patient  report) 

16.  If  the  participatnt  is  female,  please  indicate  if:  □  Surgically  sterile 

□  Post-menopausal 

□  Negative  urine  pregnancy  test 
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Form  DDAY 


TKAXTHA  NERVE  BLOCK  STUDY 
Discharge  Day 


Final  06/17/2016 


Study  ID _  Staff  Initials _  Form  Date _ / _ !_ 


Day  of  Discharge: 


Time  of  Discharge: 


TKAXTHA  Nerve  Block  Study 

Form  DVPRS 

Defense  and  Veterans  Pain  Rating  Scaie 

Final  04/12/2016 

Study  ID 

staff  Initiais 

Form  Date  /  / 

Visit:  □  Baseiine  □  DOS  Pre-Procedure  □  DOS  Post-Procedure  □  Week  2  □  Week  6  Time: 

1 .  Piease  rate  the  ievei  of  pain  on  your  SURGICAL  [KNEE/HIP],  AT  REST,  in  the  last  24  hr. 


Hardly 

Notice  pain, 

Sometimes 

Distracts 

Interrupts 

Hard  to 

Focus  of 

Awful, 

Can't  bear 

As  bad  as 

notice 

does  not 

distracts 

me,  can 

some 

ignore. 

attention. 

hard  to  do 

the  pain. 

it  could  be, 

pain 

interfere 

me 

do  usual 

activities 

avoid  usual 

prevents 

anything 

unable  to 

nothing 

with 

activities 

activities 

doing  daily 

do  anything 

else 

activities 

activities 

matters 

2.  Piease  rate  the  WORST  ievei  of  pain  on  your  SURGICAL  [KNEE/HIP],  WITH  MOVEMENT,  in  the  last  24  hr. 


MODERATE 

(Yellow) 


SEVERE 

(Red) 


Hardly 

Notice  pain, 

Sometimes 

Distracts 

Interrupts 

Hard  to 

Focus  of 

Awful, 

Can't  bear 

As  bad  as 

notice 

does  not 

distracts 

me,  can 

some 

ignore. 

attention. 

hard  to  do 

the  pain. 

it  could  be. 

pain 

interfere 

me 

do  usual 

activities 

avoid  usual 

prevents 

anything 

unable  to 

nothing 

with 

activities 

activities 

doing  daily 

do  anything 

else 

activities 

activities 

matters 
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3.  Please  rate  the  impact  of  pain  from  your  surgical  [knee/hip]  in  the  last  24  hr. 

1.  Circle  the  one  number  that  describes  how.  during  the  past  24  hours,  pain  has  interfered  with  your  usual  ACTIVITY; 


Doec  not  nterfere  Comp  etey  mterferec 

2.  Circle  the  one  number  that  describes  bow,  during  the  past  24  hours,  pain  bos  interfered  with  your  SLEEP: 


Does  nnjt  nterfere 


Comp  etey  interferes 


3.  Circle  the  one  number  that  describes  how,  during  the  past  24  hours,  pain  bas  affected  your  MOOD; 

Does  net  affect  Completely  affects 

4.  Circle  the  cne  number  that  describes  how,  during  the  past  24  hours,  pain  bas  contributed  to  your  STRESS; 


Does  not  contribute 


a  ^  9  ^  10 

ContTi  Ciutas  a  great  deal 
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4.  Please  rate  the  level  of  pain  on  your  OTHER  [KNEE/HIP],  AT  REST,  in  the  last  24  hr. 


MODERATE 

(Yellow) 


No  pain 


Hardly 

Notice  pain, 

Sometimes 

Distracts 

Interrupts 

Hard  to 

Focus  of 

Awful, 

Can't  bear 

As  bad  as 

notice 

does  not 

distracts 

me,  can 

some 

ignore. 

attention, 

hard  to  do 

the  pain. 

it  could  be. 

pain 

interfere 

me 

do  usual 

activities 

avoid  usual 

prevents 

anything 

unable  to 

nothing 

with 

activities 

activities 

doing  daily 

do  anything 

else 

activities 

activities 

matters 

5.  Please  rate  the  WORST  level  of  pain  on  your  OTHER  [KNEE/HIP],  WITH  MOVEMENT,  in  the  last  24  hr. 


MILD 

(Green) 


MODERATE 

(Yellow) 


SEVERE 

(Red) 


Hardly 

Notice  pain. 

Sometimes 

Distracts 

Interrupts 

Hard  to 

Focus  of 

Awful, 

Can't  bear 

As  bad  as 

notice 

does  not 

distracts 

me,  can 

some 

ignore. 

attention. 

hard  to  do 

the  pain. 

it  could  be. 

pain 

interfere 

me 

do  usual 

activities 

avoid  usual 

prevents 

anything 

unable  to 

nothing 

with 

activities 

activities 

doing  daily 

do  anything 

else 

activities 

activities 

matters 
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TKAXTHA  Nerve  Block  Study 

Form  DVPRSIH 

Defense  and  Veterans  Pain  Rating  Scaie 

Final  05/03/2016 

Study  ID 

staff  Initials 

Form  Date  /  / 

Visit:  □  Post-Op  1  □  Post-Op  2  □  Post-Op  3  □  Post-Op  4  □  Post-Op  5  Time: 

1 .  Piease  rate  the  ievei  of  pain  on  your  SURGICAL  [KNEE/HIP],  AT  REST,  in  the  last  24  hr. 


SEVERE 

(Red) 

MODERATE 

(Yellow) 


Hardly 

Notice  pain, 

Sometimes 

Distracts 

Interrupts 

Hard  to 

Focus  of 

Awful, 

Can't  bear 

As  bad  as 

notice 

does  not 

distracts 

me,  can 

some 

ignore, 

attention. 

hard  to  do 

the  pain, 

it  could  be. 

pain 

interfere 

me 

do  usual 

activities 

avoid  usual 

prevents 

anything 

unable  to 

nothing 

with 

activities 

activities 

doing  daily 

do  anything 

else 

activities 

activities 

matters 

2.  Piease  rate  the  WORST  ievei  of  pain  on  your  surgical  [knee/hip],  WITH  MOVEMENT,  in  the  last  24  hr. 


No  pain 


Hardly 

Notice  pain. 

Sometimes 

Distracts 

Interrupts 

Hard  to 

Focus  of 

Awful, 

Can't  bear 

As  bad  as 

notice 

does  not 

distracts 

me,  can 

some 

ignore. 

attention. 

hard  to  do 

the  pain. 

it  could  be. 

pain 

interfere 

me 

do  usual 

activities 

avoid  usual 

prevents 

anything 

unable  to 

nothing 

with 

activities 

activities 

doing  daily 

do  anything 

else 

activities 

activities 

matters 

2a.  What  time  of  day  in  the  past  24  hours  did  you  have  your  worst  SURGICAL  KNEE/HIP  pain? 
(date-time) 
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“KWIKN”  evaluation: 

3.  Date/Time  knee/hip  STARTED  having  pain:  _  /  _  (n/a) 

4.  Date/Time  when  nerve  biock  numbness  entireiy  wore  off  _  /  _  (unsure) 


Before  surgery,  you  said  your  worst  pain  score  (at  the  time)  with  movement  was  _ /10. 

5.  Knowing  What  you  Know  Now,  compare  your  worst  pain  in  the  past  24  hours  to  your  pain  with  movement  before  surgery: 


□  Less“now”  □  Equai  “now”  □  More  “now” 

5a.  What  number  wouid  you  give  your  before-surgery  worst  pain  with  movement,  _ (0-10) 

Knowing  What  you  Know  Now? 

6.  Date/Time  nerve  biock  stopped  providing  pain  reiief  _  /  _  (unsure) 

7.  Date/Time  when  I  first  needed  to  take  oral  opioid  pain  medication,  and  it  heiped  _ / _  (n/a) 

8.  Date/Time  when  I  first  needed  oral  opioid  pain  medication,  but  it  did  not  heip  _  /  _  (n/a) 

9.  Date/Time  when  I  first  needed  IV  opioid  pain  medication,  and  it  heiped  /  _  (n/a) 

10.  Date/Time  when  I  first  needed  IV  opioid  pain  medication,  but  it  did  not  heip  /  _  (n/a) 


DEFENSE  AND  VETERANS  PAIN  RATING  SCALE  -  SUPPLEMENTAL  Qs  FOR  BIOPSYCHOSOCIAL  IMPACT 

1 1 .  Piease  rate  the  impact  of  pain  from  your  surgical  [knee/hip]  in  the  last  24  hr. 

1.  Circle  the  one  number  that  describee  how.  during  the  poet  24  hours,  pain  has  interfered  with  your  usual  ACTIVITY; 


Doec  r>ot  nterfeie 


Comp  ete'y  Interferec 


2.  Circle  the  one  number  that  describes  bow,  during  the  past  24  hours,  pain  has  inteirfered  with  your  SLEEP; 


Does  nnjt  nterfere 


Comp  etey  interferes 


3.  Circle  the  one  number  that  describes  how,  during  the  past  24  hours,  pain  has  affected  your  MOOD: 


Does  not  affect 


a  ^  9  —  10 

Completely  affects 


4.  Circle  the  one  number  ^at  describes  how,  during  the  past  24  hours,  pain  has  contributed  to  your  STRESS; 


Does  not  contriPute 


ContTi  dutec  a  great  deal 
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12.  Please  rate  the  level  of  pain  on  your  OTHER  [KNEE/HIP],  AT  REST,  in  the  last  24  hr. 


MODERATE 

(Yellow) 


No  pain 


Hardly 

Notice  pain, 

Sometimes 

Distracts 

Interrupts 

Hard  to 

Focus  of 

Awful, 

Can't  bear 

As  bad  as 

notice 

does  not 

distracts 

me,  can 

some 

ignore. 

attention, 

hard  to  do 

the  pain. 

it  could  be. 

pain 

interfere 

me 

do  usual 

activities 

avoid  usual 

prevents 

anything 

unable  to 

nothing 

with 

activities 

activities 

doing  daily 

do  anything 

else 

activities 

activities 

matters 

13.  Please  rate  the  WORST  level  of  pain  on  your  OTHER  [KNEE/HIP],  WITH  MOVEMENT,  in  the  last  24  hr. 


MODERATE 

(Yellow) 


No  pain 


Hardly 

Notice  pain. 

Sometimes 

Distracts 

Interrupts 

Hard  to 

Focus  of 

Awful, 

Can't  bear 

As  bad  as 

notice 

does  not 

distracts 

me,  can 

some 

ignore. 

attention, 

hard  to  do 

the  pain. 

it  could  be, 

pain 

interfere 

me 

do  usual 

activities 

avoid  usual 

prevents 

anything 

unable  to 

nothing 

with 

activities 

activities 

doing  daily 

do  anything 

else 

activities 

activities 

matters 

For  coordinator  entry  only  for  this  day's  assessment: 


Worst  pain  score  with  movement  (0-10): 


Is  this  score  the  "peak-to-date"? 


No  Yes 
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TKAXTHA  NERVE  BLOCK  STUDY 

Form  ET 

Early  Termination 

Final  06/06/2016 

Studv  ID 

staff  Initials 

Form  Date  /  / 

_ 

THIS  FORM  IS  TO  BE  COMPLETED  ONLY  WHEN  PROTOCOL  VISITS  ARE  TO  BE  STOPPED 

1 .  Primary  reason  for  early  termination  (select  best  choice): 

□  Moved  from  the  area 

P  Lost  to  follow  up:  (missed  several  visits  without  contact,  and  unable  to  locate) _ 


1.1  Date  of  last  contact: 

_ / _ /_ 

_ (mm/dd/yyyy) 

1.2  Contact  method: 

□  by  phone 

□  in  person 

□  Patient  choice  (comment  below) 

□  Clinician  choice  (comment  below) 

□  Other  reason  (comment  below) 

2.  Last  protocol  visit  completed: 

□  Screening 

□  Baseline 

□  Surgery 

□  Post-Op  Day  1  □  Post-Op  Day  2  □  Post-Op  Day  3  □  Post-Op  Day  4  □  Post-Op  Day  5 

□  Week  2 

Visit  date: _ / _ / _ (mm/dd/yyyy) 

3.  Does  patient  agree  to  complete  the  Week  6  follow-up  visit?  □  Yes  □  No  □  NA 

3.1  If  Yes,  date  scheduled: _ / _ / _ (mm/dd/yyyy) 

4.  Comments: 


□  CPRS  research  note  generated  and  printed 
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TKA/THA  NERVE  BLOCK  STUDY 

Form  EL 

Eligibility 

Final  04/06/2016 

Study  ID 

Staff  Initials  Form  Date  /  / 

Inclusion  Criteria 


1.  Age  between  18  and  85,  and  undergoing  a  total  knee  or  hip  replacement. 

2.  Fluent  in  English,  decision  competent,  willing  and  able  to  provide  written 

□  Yes 

□  No 

informed  consent,  and  able  to  complete  the  study's  schedule  of 
assessments. 

□  Yes 

□  No 

3.  Able  to  walk  >3m  without  an  assisting  device. 

□  Yes 

□  No 

4.  Have  a  BMI  <  40  kg/m^. 

□  Yes 

□  No 

If  any  No, 
disqualify 

Exclusion  Criteria 


1.  Current  participation  in  another  orthopedic/PT/rehab/anesthesiology 

□  Yes 

□  No 

interventional  clinical  trial. 

2.  Are  at  significant  behavioral  risks  or  have  refractory  major  psychiatric 
disorders. 

□  Yes 

□  No 

3.  Revision  surgery  on  the  same  extremity. 

□  Yes 

□  No 

4.  Have  an  ASA  Physical  Status  classification  of  4  or  higher. 

5.  Have  been  diagnosed  with  clinically  significant  neuropathy  with  its  origins 

□  Yes 

□  No 

in  either  diabetes  or  other  causes;  have  neuromuscular  disease  that 
would  influence  data  collection. 

□  Yes 

□  No 

6.  Have  a  surgically-fused  lumbar  spine,  or  a  spinal  cord  simulator,  or  other 

condition  that  would  contraindicate  or  prohibit  the  conduct  of  spinal 
anesthesia. 

□  Yes 

□  No 

7.  At  significant  risk  for  postoperative  substance  abuse,  or  immediate- 

postoperative  substance  abuse  withdrawal  symptoms  (alcohol,  cocaine, 
enrolled  in  methadone  or  buprenorphine  opioid  withdrawal  programs, 
etc.). 

□  Yes 

□  No 

8.  Are  undergoing  TKA/THA  for  a  tumor. 

□  Yes 

□  No 

9.  Have  contraindications  (e.g.,  anaphylaxis)  to  any  of  the  study  drugs. 

□  Yes 

□  No 

10.  Have  a  systemic  fungal  infection. 

11.  Have  a  known  hypersensitivity  to  bupivacaine  hydrochloride  or  to  any 

□  Yes 

□  No 

local  anesthetic  of  the  amide-type  or  to  other  components  of 
bupivacaine  hydrochloride  solutions. 

□  Yes 

□  No 

12.  Have  a  known  or  suspected  buprenorphine  hypersensitivity  (not  including 
nausea  and/or  vomiting). 

□  Yes 

□  No 

13.  Have  a  Gl  obstruction. 

□  Yes 

□  No 
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□  No 

□  No  □  NA 

Eligibility  determination:  □  Eligible  □  Not  eligible  (disqualified) 

Source  documents  verified  and  printed  from  CPRS: 

□  IMPACT  RN  note 

□  IMPACT  N P/M D  note 

□  Associated  addenda 

I  verify  this  individual  is  eligible  for  inclusion  in  this  study. 

PI  Signature  Date 


14.  Have  paralytic  ileus.  □  Yes 

15.  If  female,  pregnancy  □  Yes 

If  any  Yes, 
disqualify 
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TKAXTHA  Nerve  Block  Study 

Form  FALLS-IH 

Falls  History  -  Short  Form 

Final  05/03/2016 

Studv  ID 

Staff  Initials 

Form  Date  /  / 

Visit:  □  Post-Op  1  □  Post-Op  2  □  Post-Op  3  □  Post-Op  4  □  Post-Op  5 

1 .  Have  you  had  a  faii  today!  □  Yes  □  No 

If  Yes, 

1 .1  Have  you  faiien  more  than  once  today!  □  Yes  □  No 

If  Yes, 


1 .1.1  How  many  times  have  you  fallen 

□  2  times 

today! 

□  3  times 

□  4  times 

□  5  times 

□  between  6  and  1 0  times 

□  more  than  10  times 

1 .2  Did  you  seek  medicai  treatment  after  any  of  your  faiis?  □  Yes  □  No 

1.3  Did  you  need  heip  to  get  up  after  any  of  the  faiis?  □  Yes  dNo 


2.  Today,  have  you  iost  your  baiance  or  started  to  faii  but  caught  yourseif?  □  Yes  □  No 

If  Yes, _ 

2.1  How  often  do  you  lose  your  balance?  □  rarely/almost  never 

□  sometimes/  every  now  and  then 

□  reguiariy 


3.  Are  you  afraid  of  faiiing?  □  Yes  □  No 


□  Source  document  verified  and  printed  from  CPRS 
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TKA/THA  Nerve  Block  Study 

Form  FALLS-Post 

Falls  History  -  Short  Form 

Final  02/12/2016 

Studv  ID 

Staff  Initials 

Form  Date  /  / 

_ 

Visit:  □  Week  6 

1 .  Have  you  had  a  fall  after  hospital  discharge?  □  Yes  □  No 

If  Yes, _ 

1.1  Have  you  fallen  more  than  once  after  hospital 

discharge?  □  Yes  □  No 

If  Yes, _ 


1.1.1  How  many  times  have  you  fallen 

□  2  times 

after  hospital  discharge? 

□  3  times 

□  4  times 

□  5  times 

□  between  6  and  10  times 

□  more  than  10  times 

1 .2  Did  you  seek  medical  treatment  after  any  of  your  falls?  □  Yes  □  No 

1 .3  Were  you  hospitalized  after  any  of  your  falls?  □  Yes  □  No 

1 .4  Did  you  need  help  to  get  up  after  any  of  the  falls?  □  Yes  □  No 


2.  After  hospital  discharge,  have  you  lost  your  balance  or  started  to  fall  but  caught  yourself?  □  Yes  □  No 

If  Yes, _ 

2.1  How  often  do  you  lose  your  balance?  □  rarely/almost  never 

□  sometimes/  every  now  and  then 

□  regularly 


3.  Are  you  afraid  of  falling?  nYes  dNo 


□  Source  document  verified  and  printed  from  CPRS 
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TKAXTHA  NERVE  BLOCK  STUDY 

Form  FALLS-Pre 

Falls  History  -  Short  Form 

Final  01/15/2016 

Studv  ID 

staff  Initials 

Form  Date  /  / 

_ 

Visit:  D  Baseiine 

1 .  Have  you  had  a  faii  in  the  past  year?  □  Yes  □  No 

If  Yes, _ 

1 .1  Have  you  faiien  more  than  once 

in  the  past  year?  □  Yes  □  No 


If  Yes, 


1.1.1  How  many  times  have  you  fallen 

□  2  times 

in  the  past  year  ? 

□  3  times 

□  4  times 

□  5  times 

□  between  6  and  10  times 

□  more  than  10  times 

1.2  Did  you  seek  medical  treatment  after  any  of  your  falls?  □  Yes  □  No 

1 .3  Were  you  hospitalized  after  any  of  your  falls?  □  Yes  □  No 

1.4  Did  you  need  help  to  get  up  after  any  of  the  falls?  □  Yes  □  No 


2.  In  the  past  year,  have  you  ever  lost  your  balance  or  started  to  fall  but  caught  yourself?  □  Yes  □  No 
If  yes, 


2.1  How  often  do  you  lose  your  balance?  □  rarely/almost  never 

□  sometimes/  every  now  and  then 

□  regularly 


3.  Are  you  afraid  of  falling?  □  Yes  □  No 
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Visit:  □  Week  6 


Please  answer  the  following  questions  about  changes  since  our  last  physical  therapy  contact; 

1.  Regarding  your  repiaced  [knee/hip],  indicate  any  change  in: 


1.1 

Pain 

□  Improved 

□  Worsened 

□  No  change  since  last  evaluation 

1.2 

Swelling 

□  Improved 

□  Worsened 

□  No  change  since  last  evaluation 

1.3 

Stiffness 

□  Improved 

□  Worsened 

□  No  change  since  last  evaluation 

2.  Have  you  been  iimping  whiie  waiking  because  of  your  [knee/hip]  surgery?  □  Yes  □  No 

If  Yes, _ 

2.1  Is  it  a  new  occurrence?  □  Yes  □  No 

3.  Has  it  been  difficuit  for  you  to  bear  weight  on  the  surgicai  [knee/hip]?  □  Yes  □  No 

If  Yes, _ 

3.1  Is  it  a  new  occurrence?  □  Yes  □  No 

4.  Is  your  [knee/hip]  pain  preventing  you  from  performing  activities?  □  Yes  □  No 

If  Yes, _ 

4.1  Is  it  a  new  occurrence?  □  Yes  □  No 

4.2  What  activity?  _ 


The  remaining  questions  are  to  be  completed  at  the  Week  6  evaluation  only. 


5.  Did  you  seek  a  heaith  care  professionai  regarding  your  [knee/hip]  pain?  □  Yes  □  No 
If  Yes, _ 

5.1  Please  describe: _ 


6.  Have  you  been  hospitalized  or  disabled  (>  14!  day  in  bed,  or  required  to  cut  back  on  routine  activities)? 
If  Yes, _  □  Yes  □  No 


6.1 

Reason: 

6.2 

For  how  long? 

_ days 

7.  Have  you  participated  in  any  rehabilitation  or  exercise  interventions?  □  Yes  □  No 

If  Yes, _ 

7.1  What  activity  (content)? _ 

7.2  How  often? _ times  per  week 

7.3  Duration  of  activity? _ minutes 
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TKAXTHA  Nerve  Block  Study 


Form  OPIOID  Opioid  Consumption  Final  01/15/2016 

(in  hospitai,  iog  from  CPRS  BCMA) 


Day  of  Surgery _ / _ / _  PACU  Discharge  Time  (miiitary) 


0-24  hr  after  PACU  Discharge:  Start  Date: _ / _ / _ Start  Time  (miiitary) 

End  Date: _ / _ / _ End  Time  (miiitary) 

24-48  hr  after  PACU  Discharge:  Start  Date: _ / _ / _ Start  Time  (miiitary) 

End  Date: _ / _ / _ End  Time  (miiitary) 

48-72  hr  after  PACU  Discharge:  Start  Date: _ / _ / _ Start  Time  (miiitary) 

End  Date: _ / _ / _ End  Time  (miiitary) 

72-96  hr  after  PACU  Discharge:  Start  Date: _ / _ / _ Start  Time  (miiitary) 

End  Date: _ / _ / _ End  Time  (miiitary) 

>96  hr  after  PACU  Discharge:  Start  Date: _ / _ / _ Start  Time  (miiitary) 

End  Date: _ / _ / _ End  Time  (miiitary) 

Totai  opioids: 


□  CPRS  source  document  verified  and  printed. 
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TKAXTHA  Nerve  Block  Study 

Form  ORSDS  Opioid-Related  Symptom  Distress  Scale  Final  05/03/2016 

Study  ID _  Staff  Initials _  Form  Date  _ ! _ / 


Visit:  □  Baseline  □  Post-Op  Day  1  Q  Post-Op  Day  2  D  Post-Op  Day  3  D  Post-Op  Day  4  □  Post-Op  Day  5  Time: 


Symptoms 

Experienced 
in  last  24 

hours 

(If  yes)  Flow  often  did 
you  have  it? 

(If  yes)  Flow  severe  was  it 
usually? 

(If  yes)  Flow  much  did  it  distress 
or  bother  you? 

No 

Yes 

Rarely 

Occasionally 

Frequently 

Almost 

Constantly 

Slight 

Moderate 

Severe 

Very  Severe 

Not  at  all 

A  little  bit 

Somewhat 

Quite  a  bit 

Very  much 

Nausea 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

Vomiting 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

Constipation 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

Difficulty  passing  urine 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

Difficulty  concentrating 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

Drowsiness  or  difficulty  staying  awake 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

Feeling  light-headed  or  dizzy 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

Feeling  of  general  fatigue  or  weakness 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

Itchiness 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

Dry  mouth 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

Fieadache 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

Other,  specify: 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

□ 

TKAXTHA  NERVE  BLOCK  STUDY 

Form  QOR15 

Quality  of  Recovery 

Final  05/03/2016 

Studv  ID 

staff  Initiais 

Form  Date  /  / 

Visit:  □  Baseiine  D  Post-Op  Day  1  □  Post-Op  Day  2  □  Post-Op  Day  3  □  Post-Op  Day  4  □  Post-Op  Day  5 

□  Week  6  Time: _ 

How  have  you  been  feeling  in  the  last  24  hours? 

(0  to  10,  where  0  =  none  of  the  time  [poor]  and  10  =  aii  of  the  time  [exceiient]) 


Abie  to  breathe  easiiy 

None  of 
the  time 

Been  abie  to  enjoy  food 

None  of 
the  time 

Feeiing  rested 

None  of 
the  time 

Have  had  a  good  sieep 

None  of 
the  time 

Abie  to  iook  after  personai 
toiiet  and  hygiene  unaided 

None  of 
the  time 

Abie  to  communicate  with 
famiiy  or  friends 

None  of 
the  time 

Getting  support  from  hospitai 
doctors  and  nurses 

None  of 
the  time 

Abie  to  return  to  work  or 
usuai  home  activities 

None  of 
the  time 

Feeiing  comfortabie  and 
in  controi 

None  of 
the  time 

Having  a  feeiing  of  generai 
weii-being 

None  of 
the  time 

PART  B: 

Have  you  had  any  of  the  folio 

(10  to  0,  where  10  =  no 

11.  Moderate  pain 

12.  Severe  pain 

13.  Nausea  or  vomiting 

14.  Feeiing  worried  or  anxious 

15.  Feeiing  sad  or  depressed 


None  of 


None  of 


None  of 
the  time  10 

None  of 


None  of 
the  time  io 


0  1 

1  2 

3 

4 

5 

6 

7 

8 

9 

10 

0  1 

1  2 

3 

4 

5 

6 

7 

8 

9 

10 

0  1 

1  2 

3 

4 

5 

6 

7 

8 

9 

10 

0  1 

1  2 

3 

4 

5 

6 

7 

8 

9 

10 

0  1 

1  2 

3 

4 

5 

6 

7 

8 

9 

10 

0  1 

1  2 

3 

4 

5 

6 

7 

8 

9 

10 

0  1 

1  2 

3 

4 

5 

6 

7 

8 

9 

10 

0  1 

1  2 

3 

4 

5 

6 

7 

8 

9 

10 

0  1 

1  2 

3 

4 

5 

6 

7 

8 

9 

10 

0  1 

1  2 

3 

4 

5 

6 

7 

8 

9 

10 

urs? 

it]  and  0 

=  aii  of  the  time  [poor]) 

10  9  8 

7 

6 

5 

4 

3 

2 

1 

0 

10  9  8 

7 

6 

5 

4 

3 

2 

1 

0 

10  f 

)  8 

7 

6 

5 

4 

3 

2 

1 

0 

10  9  8 

7 

6 

5 

4 

3 

2 

1 

0 

10  f 

)  8 

7 

6 

5 

4 

3 

2 

1 

0 

All  of 
the  time 

All  of 
the  time 

All  of 
the  time 

All  of 
the  time 

All  of 
the  time 


All  of 
the  time 


All  of 
the  time 


All  of 
the  time 


All  of 
the  time 


All  of 
the  time 


All  of 
the  time 

All  of 
the  time 

All  of 
the  time 

All  of 
the  time 

All  of 
the  time 
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Subject  ID; _ 

Visit;  □  Post-op  Day  1  □  Post-op  Day  2  □  Post-op  Day  3  □  Post-op  Day  4  □  Post-op  Day  5 


Your  Health  and  Well-Being 


This  survey  asks  for  your  views  about  your  health.  This  information  will  help 
keep  track  of  how  you  feel  and  how  well  you  are  able  to  do  your  usual 
activities.  Thank  you  for  completing  this  survey! 


For  each  of  the  following  questions,  please  mark  an  ^  in  the  one  box  that 
best  describes  your  answer. 


1.  Overall,  how  would  you  rate  your  health  during  the  past  24  hours? 


Excellent 

Very  good 

Good 

Fair 

Poor 

Very  Poor 

▼ 

▼ 

▼ 

▼ 

▼ 

▼ 

□3 

□4 

□3 

2.  During  the  past  24  hours,  how  much  did  physical  health  problems  limit 
your  usual  physical  activities  (such  as  walking  or  climbing  stairs)? 


Could  not  do 


Not  at  all 

Very  little 

Somewhat 

Quite  a  lot 

physical 

activities 

▼ 

▼ 

▼ 

▼ 

▼ 

□3 

□3 

□4 

□3 

3.  During  the  past  24  hours,  how  much  difficulty  did  you  have  doing  your 
daily  work,  both  at  home  and  away  from  home,  because  of  your  physical 
health? 


None  at  all 

A  little  bit 

Some 

Quite  a  lot 

Could  not  do 
daily  work 

▼ 

▼ 

▼ 

▼ 

▼ 

□3 

□3 

□4 

□3 

SF-8™  Health  Survey  ©  1999,  2001  by  QualityMetric  Incorporated.  All  Rights  Reserved. 
SF-8™  is  a  registered  trademark  of  QualityMetric  Incorporated. 

(SF-8  24-Hour  Recall,  US  Version) 


4.  How  much  bodily  pain  have  you  had  during  the  past  24  hours? 


None 

Very  mild 

Mild 

Moderate 

Severe 

Very 

Severe 

▼ 

▼ 

▼ 

▼ 

▼ 

▼ 

□3 

□3 

□4 

□3 

5.  During  the  past  24  hours,  how  much  energy  did  you  have? 


Very  much 

Quite  a  lot 

Some 

A  little 

None 

▼ 

▼ 

▼ 

▼ 

▼ 

□3 

□3 

□4 

□3 

6.  During  the  past  24  hours,  how  much  did  your  physical  health  or 
emotional  problems  limit  your  usual  social  activities  with  family  or 
friends? 


Could  not  do 


Not  at  all 

Very  little 

Somewhat 

Quite  a  lot 

social 

activities 

▼ 

▼ 

▼ 

▼ 

▼ 

□> 

□3 

□3 

□4 

□3 

7.  During  the  past  24  hours,  how  much  have  you  been  bothered  by  emotional 
problems  (such  as  feeling  anxious,  depressed  or  irritable)? 


Not  at  all 

Slightly 

Moderately 

Quite  a  lot 

Extremely 

▼ 

▼ 

▼ 

▼ 

▼ 

□* 

□3 

□3 

□4 

□3 

8.  During  the  past  24  hours,  how  much  did  personal  or  emotional  problems 
keep  you  from  doing  your  usual  work,  school  or  other  daily  activities? 


Not  at  all 


Could  not  do 

Very  little  Somewhat  Quite  a  lot  daily  activities 


□3 


□4 


□3 


Thank  you  for  completing  these  questions! 
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Subject  ID: _ 

Visit:  □  Baseline  □  Week  6 


Your  Health  and  Well-Being 


This  survey  asks  for  your  views  about  your  health.  This  information  will  help 
keep  track  of  how  you  feel  and  how  well  you  are  able  to  do  your  usual  activities. 
Thank  you  for  completing  this  survey! 


For  each  of  the  following  questions,  please  mark  an  ^  in  the  one  box  that  best 
describes  your  answer. 


1.  In  general,  would  you  say  your  health  is: 


Excellent 

Very  good 

Good 

Fair 

Poor 

▼ 

▼ 

▼ 

▼ 

▼ 

□  3 

□  4 

□  3 

2.  Compared  to  one  year  ago,  how  would  you  rate  your  health  in  general 
now? 


Much  better 

Somewhat 

About  the 

Somewhat 

Much  worse 

now  than  one 

better 

same  as 

worse 

now  than  one 

year  ago 

now  than  one 
year  ago 

one  year  ago 

now  than  one 
year  ago 

year  ago 

▼ 

▼ 

▼ 

▼ 

▼ 

□  3 

□  3 

□  4 

□  3 
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3.  The  following  questions  are  about  activities  you  might  do  during  a  typical 
day.  Does  your  health  now  limit  you  in  these  activities?  If  so,  how  much? 


Yes, 

Yes, 

No,  not 

limited 

limited 

limited 

a  lot 

a  little 

at  all 

▼ 

▼ 

▼ 

Vigorous  activities,  such  as  running,  lifting 

heavy  objects,  participating  in  strenuous  sports . 

. □. . 

. . 

. □ 

Moderate  activities,  such  as  moving  a  table,  pushing 
a  vacuum  cleaner,  bowling,  or  playing  golf . 

. □. . 

. . 

. □ 

Lifting  or  carrying  groceries . 

. □. . 

. . 

. □ 

Climbing  several  flights  of  stairs . 

. . 

. . 

. □ 

Climbing  one  flight  of  stairs . 

. □. . 

. . 

. □ 

Bending,  kneeling,  or  stooping . 

. □. . 

. . 

. □ 

Walking  more  than  a  mile . 

. □. . 

. . 

. □ 

Walking  several  hundred  vards . 

. □. . 

. . 

. □ 

Walking  one  hundred  yards . 

. □. . 

. . 

. □ 

Bathing  or  dressing  yourself . 

. □. . 

. . 

. □ 
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4.  During  the  past  4  weeks,  how  much  of  the  time  have  you  had  any  of  the 
following  problems  with  your  work  or  other  regular  daily  activities  as  a 
result  of  your  physical  health? 


All  of 

Most  of 

Some  of 

A  little  of 

None  of 

the  time 

the  time 

the  time 

the  time 

the  time 

▼ 

▼ 

▼ 

▼ 

a  Cut  down  on  the  amount  of 

time  you  spent  on  work  or 
other  activities . 

. □. . 

. . 

. 03 . 

. . 

. 

b  Accomnlished  less  than  you 
would  like . 

. □. . 

. . 

. 03 . 

. . 

. 

c  Were  limited  in  the  kind  of 

work  or  other  activities . 

. □. . 

. . 

. 03 . 

. . 

. 

d  Had  difficulty  performing  the 

work  or  other  activities  (for 
example,  it  took  extra  effort) .. 

. □. . 

. . 

. 03 . 

. . 

. 

5.  During  the  past  4  weeks,  how  much  of  the  time  have  vou  had  any  of  the 

following  problems  with  your  work  or  other  regular  daily  activities  as  a 
result  of  any  emotional  problems  (such  as  feeling  depressed  or  anxious)? 

All  of 

Most  of 

Some  of 

A  little  of 

None  of 

the  time 

the  time 

the  time 

the  time 

the  time 

▼ 

▼ 

▼ 

▼ 

▼ 

a  Cut  down  on  the  amount  of 

time  you  spent  on  work  or 
other  activities . 

. □. . 

. . 

. 03 . 

. . 

. 

b  Accomnlished  less  than  vou 
would  like . 

. □. . 

. . 

. 03 . 

. . 

. 

c  Did  work  or  other  activities 

less  carefullv  than  usual . 

. □. . 

. . 

. 03 . 

. . 

. 
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6.  During  the  past  4  weeks,  to  what  extent  has  your  physical  health  or 
emotional  problems  interfered  with  your  normal  social  activities  with 
family,  friends,  neighbors,  or  groups? 


Not  at  all  Slightly  Moderately  Quite  a  bit  Extremely 


□  . 


□ 


□ 


□ 


□ 


7.  How  much  bodily  pain  have  you  had  during  the  past  4  weeks? 


None 

Very  mild 

Mild 

Moderate 

Severe 

Very  severe 

▼ 

▼ 

▼ 

▼ 

▼ 

▼ 

□  3 

□  4 

□  3 

8.  During  the  past  4  weeks,  how  much  did  pain  interfere  with  your  normal 
work  (including  both  work  outside  the  home  and  housework)? 


Not  at  all 


A  little  bit  Moderately  Quite  a  bit  Extremely 


□  . 


□ 


□ 


□ 


□ 
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9.  These  questions  are  about  how  you  feel  and  how  things  have  been  with  you 
during  the  past  4  weeks.  For  each  question,  please  give  the  one  answer  that 
comes  closest  to  the  way  you  have  been  feeling.  How  much  of  the  time 
during  the  past  4  weeks... 


All  of 

Most  of 

Some  of 

A  little  of  the 

None  of 

the  time 

the  time 

the  time 

time 

the  time 

▼ 

▼ 

▼ 

▼ 

▼ 

a  Did  you  feel  full  of  life? . 

. . 

. . 

. 03 . 

. . 

. □ 

b  Have  you  been  very  nervous  ? . . . . 

. □. . 

. . 

. 03 . 

. . 

. □ 

c  Have  you  felt  so  down  in  the 
dumps  that  nothing  could 
cheer  you  up? . 

. . 

. . 

. 03 . 

. . 

. □ 

d  Have  you  felt  calm  and 
peaceful? . 

. . 

. . 

. 03 . 

. . 

. □ 

e  Did  you  have  a  lot  of  energy  ? . . . . 

. . 

. . 

. 03 . 

. . 

. □ 

f  Have  you  felt  downhearted 
and  depressed? . 

. □. . 

. . 

. 03 . 

. . 

. □ 

g  Did  you  feel  worn  out? . 

. □. . 

. . 

. 03 . 

. . 

. □ 

h  Have  you  been  happy? . 

. . 

. . 

. 03 . 

. . 

. □ 

1  Did  you  feel  tired? . 

. . 

. . 

. 03 . 

. . 

. □ 

10.  During  the  past  4  weeks,  how  much  of  the  time  has  your  physical  health  or 
emotional  problems  interfered  with  your  social  activities  (like  visiting  with 
friends,  relatives,  etc.)? 


All  of 

Most  of 

Some  of 

A  little  of 

None  of 

the  time 

the  time 

the  time 

the  time 

the  time 

▼ 

▼ 

▼ 

▼ 

▼ 

□  3 

□  3 

□  4 

□  3 
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11.  How  TRUE  or  FALSE  is  each  of  the  following  statements  for  you? 


Definitely 

true 

Mostly 

true 

Don’t 

know 

Mostly 

false 

Definitely 

false 

▼ 

▼ 

▼ 

▼ 

▼ 

a  I  seem  to  get  sick  a  little 
easier  than  other  people . 

. □. . 

. . 

. 03 . 

. . 

. 

b  I  am  as  healthy  as 

anybody  I  know . 

. □. . 

. . 

. 03 . 

. . 

. 

c  I  expect  my  health  to 

get  worse . 

. □. . 

. . 

. 03 . 

. . 

. 

d  My  health  is  excellent . 

. □. . 

. . 

. 03 . 

. . 

. 

Thank  you  for  completing  these  questions! 
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TKAXTHA  NERVE  BLOCK  STUDY 

Form  SFMPQ2 

Short-Form  McGill  Pain  Questionnaire  2 

Final  05/03/2016 

Study  ID 

Staff  Initiais  Form  Date  /  / 

Visit:  □  Baseiine  □  DOS  Pre-procedure  □  DOS  Post-procedure  □  Post-Op  1  □  Post-Op  2  □  Post-Op  3  □  Post-Op  4 
□  Post-Op  5  □  Week  6  Administration  time: _ 

This  questionnaire  provides  you  with  a  iist  of  words  that  describe  some  of  the  different  quaiities  of  pain  and  reiated  symptoms. 
Piease  put  an  X  through  the  numbers  that  best  describe  the  intensity  of  each  of  the  pain  and  reiated  symptoms  you  feit  during 
the  past  week.  Use  0  if  the  word  does  not  describe  your  pain  or  reiated  symptoms. 


None 

Worst 

Possible 

1.  Throbbing  pain 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

2.  Shooting  pain 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

3.  Stabbing  pain 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

4.  Sharp  pain 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

5.  Cramping  pain 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

6.  Gnawing  pain 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

7.  Hot-burning  pain 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

8.  Aching  pain 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

9.  Heavy  pain 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

10.  Tender 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11.  Splitting  pain 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

12.  Tiring-exhausting 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

13.  Sickening 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

14.  Fearful 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

15.  Punishing-cruel 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

16.  Electric-shock  pain 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

17.  Cold-freezing  pain 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

18.  Piercing 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

19.  Pain  caused  by  light  touch 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

20.  Itching 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

21.  Tingling  or  "pins  and  needles" 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

22.  Numbness 

0 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 
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TKAXTHA  Nerve  Block  Study 

Form  SURG 

Surgical  Parameters 

Final  05/27/2016 

Study  ID 

Staff  Initials 

Form  Date  /  / 

_ 

1.  Date  of  Admission:  _ / _ / _ 

2.  Date  of  Surgery: _ / _ / _ 

3.  What  type  of  surgery  was  performed? 

□  Conventional  TKA  (should  typically  be  cemented) 

□  Conventional  THA  (should  not  typically  be  cemented) 

□  Other: _ 

□  Cemented 

□  Cementless 

4.  The  total  joint  replacement  is  primarily  due  to: 

□  Osteoarthritis 

□  Inflammatory  arthritis  (e.g.,  Rheumatoid  Arthritis) 

□  Recent  trauma  (e.g.,  fracture) 

□  Idiopathic  necrosis/avascular  necrosis 

□  Other: _ 

5.  Was  there  a  complication  during  surgery  (e.g.  periprosthetic  fracture)  that  required  additional/change 

in  surgical  procedure? 

□  Yes 

□  No 

If  yes,  comment: _ 

If  the  periprosthetic  fracture  or  other  complication  is  deemed  sufficient  to  disrupt  postoperative  physical  therapy  planning  per 
protocol,  then  notify  the  coordinator  to  withdraw  the  patient. 


6.  Was  the  PCL  preserved  (TKA  only)?  nYes  □  No  □N/A(hip) 

7.  Operating  surgeon: _ 

□  Chief  Resident 

□  Super-Chief 

8.  Attending  surgeon: _ 
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TKAXTHA  Nerve  Block  Study 

Form  SURG 

Surgical  Parameters 

Final  05/27/2016 

Study  ID 

Staff  Initials 

Form  Date  /  / 

_ 

For  the  following  questions,  respond  only  according  to  the  surgery  performed: 

9.  Number  of  [TKA/THA]  performed  by  the  operating  surgeon  per  year: 

□  0  to  50 

□  51  to  100 

□  101  to  150 

□  151  to  200 

□  above  200 

10.  Operating  surgeon's  years  of  experience  performing  [TKA/THA]: 

□  0to5 

□  6  to  10 

□  11  to  15 

□  16  to  20 

□  over  21 


□  CPRS  Surgical  Op  note  generated 
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TKAXTHA  Nerve  Block  Study 


Form  WOMAC 

Western  Ontario  and  McMaster  Universities 
Osteoarthritis  index,  Version  LK3.1 

Final  04/12/2016 

Studv  ID 

Staff  Initials  Form  Date  /  / 

Visit:  O  Baseline  □  Week  6  Time: _ 

Section  A 

INSTRUCTIONS  TO  PATIENTS: 

Think  about  the  pain  you  felt  in  your  (knee  or  hip)  caused  by  your  arthritis  during  the  last  48  hours. 
OUESTION:  How  much  pain  have  you  had... 

1 .  when  walking  on  a  flat  surface? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 

2.  when  going  up  or  down  stairs? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 

3.  at  night  while  in  bed?  (that  is  -  pain  that  disturbs  your  sleep) 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 

4.  while  sitting  or  lying  down? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 

5.  while  standing? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 


Section  B 

INSTRUCTIONS  TO  PATIENTS: 

Think  about  the  stiffness  (not  pain)  you  felt  in  your  (knee  or  hip)  caused  by  your  arthritis  during  the  last  48  hours. 

6.  How  severe  has  your  stiffness  been  after  you  first  woke  up  in  the  morning? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 

7.  How  severe  has  your  stiffness  been  after  sitting  or  lying  down  or  while  resting  iater  in  the  day? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 
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TKAXTHA  Nerve  Block  Study 


Form  WOMAC 

Western  Ontario  and  McMaster  Universities 
Osteoarthritis  Index,  Version  LK3.1 

Final  04/12/2016 

Studv  ID 

Staff  Initials  Form  Date  /  / 

Section  C 

INSTRUCTIONS  TO  PATIENTS: 

Think  about  the  difficulty  you  had  in  doing  the  following  daily  physical  activities  caused  by  the  arthritis  in  your  (knee  or  hip) 
during  the  last  48  hours.  By  this  we  mean  your  ability  to  move  around  and  take  care  of  yourself. 

OUESTION:  How  much  difficulty  have  you  had... 

8.  when  going  down  stairs? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 

9.  when  going  up  the  stairs? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 

10.  when  getting  up  from  a  sitting  position? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 

1 1 .  while  standing? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 

12.  when  bending  to  the  floor? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 

13.  when  walking  on  a  flat  surface? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 

14.  getting  in  or  out  of  a  car,  or  getting  on  or  off  a  bus? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 


15.  while  going  shopping? 

none  mild  moderate  severe  extreme 

□  □  □  □  □ 
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TKAXTHA  Nerve  Block  Study 


Form  WOMAC 

Western  Ontario  and  McMaster  Universities 
Osteoarthritis  Index,  Version  LK3.1 

Final  04/12/2016 

Studv  ID 

Staff  Initials  Form  Date  /  / 

QUESTION:  How  much  difficulty  have  you  had... 


16.  when  putting  on  your  socks  or  panty  hose  or  stockings? 

none  miid  moderate  severe  extreme 

□  □  □  □  □ 

17.  when  getting  out  of  bed? 

none  miid  moderate  severe  extreme 

□  □  □  □  □ 

18.  when  taking  off  your  socks  or  panty  hose  or  stockings? 

none  miid  moderate  severe  extreme 

□  □  □  □  □ 

19.  whiie  iying  in  bed? 

none  miid  moderate  severe  extreme 

□  □  □  □  □ 

20.  when  getting  in  or  out  of  the  bathtub? 

none  miid  moderate  severe  extreme 

□  □  □  □  □ 

21 .  whiie  sitting? 

none  miid  moderate  severe  extreme 

□  □  □  □  □ 

22.  when  getting  on  or  off  the  toiiet? 

none  miid  moderate  severe  extreme 

□  □  □  □  □ 

23.  whiie  doing  heavy  househoid  chores? 

none  miid  moderate  severe  extreme 

□  □  □  □  □ 


24.  whiie  doing  iight  househoid  chores? 

none  miid  moderate  severe  extreme 

□  □  □  □  □ 
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Study  Calendar 


From  Protocol  Version  06/10/16 


Screening 

VisiP 

Baseline 

Visit 

Day  of  surgery 

Post-Op 
Day  1 

Post-Op 
Day  2 

Post-Op 
Day  3 

Post-Op 
Day  4 

Post-Op 
Day  5 

Post-Op 
Week  2 

Follow- 
Up  Visit" 

Post-Op 
Week  6 

Follow- 

Up 

Visit"'® 

Pre- 

Procedure 

Post- 

Procedure 

Clinical  Assessments 

Informed  Consent 

X 

Determine  Eligibility 

X 

Demographics 

X 

Orthopedic  & 

IMPACT  evaluation 

X 

Crude  Sensation  in 

L2-L4  &  L4-S3 

X 

X 

X 

X 

X 

X 

X 

Straight  Leg  Raise  & 
Range  of  Motion 

X 

X 

X 

X 

X 

X 

X 

Functional 

Independent 

Measure  (FIM) 

X 

X 

X 

X 

X 

X 

X 

Standing  Balance 

Test 

X 

X 

X 

X 

X 

X 

X 

Single  Leg  Balance 
Test® 

X 

X 

Gait  Speed 

X 

X 

X 

X 

X 

X 

X 

Timed  Up-and-Go 

Test  (TUG) 

X 

X 

X 

X 

X 

Stair  Climbing  Time 

X 

X 

Physical  Therapy/ 
Therapeutic 

Exercises 

X 

X 

X 

X 

X 

Comorbidity  (CIRS) 

X 

Interim  Changes 

X 

Discharge 

Disposition 

X 

Opioid  Consumption 

X® 

Anesthesia/Study 

Drugs 

X 

Adverse  Events 

X 

X 

X 

X 

X 

X 

X 

X 

X 

X 

Concomitant 

Medications 

X 

X 

X 

X 

X 

X 

X 

X 

X 

X 

Screening 

Visit 

Baseline 

Visit 

Day  of  surgery 

Post-Op 
Day  1 

Post-Op 
Day  2 

Post-Op 
Day  3 

Post-Op 
Day  4 

Post-Op 
Day  5 

Post-Op 
Week  2 

Follow- 
Up  Visit" 

Post-Op 

Weeks 

Follow- 

Up 

Visit'S'® 

Pre- 

Procedure 

Post¬ 

procedure 

Questionnaires 

SFMPQ-2‘’ 

X 

X 

X 

X 

X 

X 

X 

X 

X 

DVPRS 

X 

X 

X 

X 

X 

DVPRS-  in  hospital‘s 

X 

X 

X 

X 

X 

ORSDS's 

X 

X 

X 

X 

X 

X 

QOR-ls's 

X 

X 

X 

X 

X 

X 

X 

WOMAC 

X 

X 

SF-8's 

X 

X 

X 

X 

X 

X 

X 

SF-36 

X 

X 

Falls  Questionnaire 

X 

X 

X 

X 

X 

X 

X 

a.  The  screening  visit  and  baseline  visit  can  be  completed  on  the  same  day. 

b.  On  post-op  hospital  days  and  post-op  week  6  follow-up  visits,  these  questionnaires  will  be  completed  before  the  subject  has  their  first  physical  therapy 
session  for  the  day. 

c.  If  a  patient  decides  to  withdraw  from  the  study  after  having  their  surgery,  or  is  withdrawn  by  the  study  team  during  or  after  their  surgery,  they  will  be  asked 
to  complete  the  Week  6  Post-op  follow-up  visit. 

d.  The  Week  2  Post-op  follow-up  visit  will  occur  with  the  patient's  already  scheduled  standard  of  care  2  week  post-op  orthopedic  visit. 

e.  The  Week  6  Post-op  follow  up  visit  will  be  scheduled  to  coincide  with  the  patient's  standard  of  care  6  week  post-op  orthopedic  visit. 

f.  Patient  must  pass  the  standing  balance  test  first,  before  the  single  leg  balance  test  can  be  attempted. 

g.  The  opioid  consumption  log  should  be  completed  within  7  days  of  the  patient  being  discharged. 


NERVE  BLOCK  STUDY  PARTICIPANT  POST-OP  WEEK  2  ORTHO 
CLINIC/RESEARCH  VISIT 

SOCIAL  WORK  AND  TRANSPORTATION  COMMUNICATION 

Version  1  -  09/23/16  (Final) 


One  week  prior  to  study  partieipant’s  seheduled  surgery  date,  Study  Coordinator  will 
send  an  ener3^ted  email  to  the  Inpatient  Soeial  Work  Manager  (Anita 
Pasquale/ Surrogate)  with  the  name(s)  and  seheduled  date(s)  of  surgery  for  TKA/THA 
patients  that  are  enrolled  in  the  NERVE  BLOCK  Study. 

After  surgery  is  eomplete,  Study  Coordinator  will  eonfirm  with  Inpatient  Soeial  Work 
Manager  via  eneiypted  email  that  patient  remains  on  study. 

On  Post-Op  Day  1 ,  a  note  will  be  plaeed  on  the  floor  ehart  stating  that  the  patient  is  a 
partieipant  in  the  NERVE  BLOCK  Study. 

Inpatient  Soeial  Work  Manager  will  advise  patient  Case  Worker  to  include  Study 
Coordinator  as  a  Cosigner  on  CPRS  Notes  that  concern  patient  discharge  planning. 

Study  Coordinator  will  schedule  study  participant’s  Post-Op  Week  2  Ortho  Clinic 
Appointment  and  Research  Visit  either  on  the  day  of  discharge  or  within  three  days  of 
discharge. 

Study  Coordinator  will  confirm  via  telephone  with  study  participant  the  day  and  time 
of  their  Post-Op  Week  2  Ortho  Clinic/ Research  Visit  three  to  five  days  prior  to 
scheduled  appointment. 

If  it  is  known  that  a  study  participant  will  remain  in  a  non-VA  facility  at  time  of  Post- 
Op  Week  2  Ortho  Clinic/ Research  Visit  and  is  >30%  Service  Connected,  Beneficiary 
Travel  can  be  arranged  through  the  Transportation  and  Fleet  Operations  Department 
Transportation  Assistants  at  (412)  360-3620  or  (412)  360-6783. 


NERVE  BLOCK  STUDY  PARTICIPANT  POST-OP  WEEKS  2  AND  6  ORTHO 
CLINIC/RESEARCH  VISIT  SCHEDULING 

Version  1  -  09/23/16  (Final) 

During  Baseline  Research  Visit,  study  participant  will  be  advised  that  Study  Coordinator  will 
be  involved  in  making  their  Post-Op  Ortho  Clinic  and  Research  Visit  appointments. 

On  Post-Op  Day  1,  a  note  will  be  placed  on  the  floor  chart  stating  that  the  patient  is  a 
participant  in  the  NERVE  BLOCK  Study  and  that  the  Study  Coordinator  will  schedule  Post-Op 
Week  2  Ortho  Clinic  Appointment. 

Study  Coordinator  will  remind  study  participant  that  Post-Op  Ortho  Clinic/ Research  Visits 
will  be  scheduled  by  the  Study  Coordinator. 

Study  Coordinator  will  schedule  study  participant’s  Post-Op  Week  2+  Ortho  Clinic 
Appointment  and  Research  Visit  either  on  the  day  of  discharge  or  within  three  days  of 
discharge.  Both  visits  will  take  place  in  the  Ortho  Clinic  Exam/ Waiting  Room  Area. 

Study  Coordinator  will  confirm  via  telephone  with  study  participant  the  day  and  time  of  their 
Post-Op  Week  2  Ortho  Clinic/ Research  Visit  three  to  five  days  prior  to  scheduled  appointment. 

One  business  day  prior  to  scheduled  appointment,  Study  Coordinator  will  send  via  encrypted 
email,  a  list  of  study  participants  scheduled  for  Post-Op  Week  2  Ortho  Clinic  Appointments  to 
MSA  Supervisor,  Surgery  Services  (or  surrogate). 

MSA  Supervisor,  Surgery  Services  will  direct  MSAs  to  advise  Study  Coordinator  of  study 
participant’s  arrival  on  day  of  appointment. 

Study  Coordinator  will  meet  with  study  participant  in  the  Ortho  Clinic  Exam/ Waiting  Room 
Area  to  complete  Post-Op  Week  2  Questionnaires  (SF8  and  DVPRS),  CON  MEDS  form  and 
schedule  Post-Op  Week  6++  Ortho  Clinic  Appointment  and  Research  Visit. 

Study  Coordinator  will  confirm  via  telephone  with  the  study  participant  the  Week  6  Post-Op 
Ortho  Clinic  Appointment/ Research  Visit  three  to  five  days  prior  to  scheduled  appointment 
and  will  arrange  transportation  to  the  Research  Offlce  Building,  if  necessary. 

One  business  day  prior  to  scheduled  appointment.  Study  Coordinator  will  send  via  enciypted 
email,  a  list  of  study  participants  scheduled  for  Post-Op  Week  6  Ortho  Clinic  Appointments  to 
MSA  Supervisor,  Surgery  Services. 

MSA  Supervisor,  Surgery  Services  will  direct  MSAs  to  advise  Study  Coordinator  of  study 
participants’  arrival  on  day  of  appointment. 

Study  Coordinator  will  meet  the  study  participant  at  the  Ortho  Clinic  and,  if  necessary,  escort 
study  participant  to  Hero’s  Hall  for  transportation  or  directly  to  the  Research  Offlce  Building. 


+  Requested  date  range  may  fluctuate  from  7-10  days  to  4  weeks.  Ortho  will  make  flnal 
recommendation  at  the  time  of  discharge 

++  Requested  date  range  may  fluctuate  from  6  weeks  to  3  months  based  on  date  of  Post-Op 
Week  2  Visit. 


NERVE  BLOCK  Patient  Information  Communication 
and  Study  Form  Distribution  Procedures 

Version  1  -  05/20/16  (Final) 


•  Participant  recruitment  will  be  tracked  by  the  Study  Coordinator 
(SC),  and  participants  will  be  assigned  two  identification  (ID) 
numbers: 

Patient  ID  (PID)  =  Number  assigned  to  patient  at  time  of 
consent 

Study  ID  (SID)  =  Number  assigned  to  patient  at  time  of 
randomization 

•  Communication  about  patient  study  status  and  scheduled  visits  will 
always  include  their  SID  number. 

•  The  PID  and  SID  lists  will  be  updated  daily  and  located  on  the  Nerve 
Block  Study  Shared  Drive  (\\vhapthshare\Nerve_Block_Study\). 
These  lists  will  viewable  by  designated  study  staff  when  signed  in  to 
the  VA  Network.  A  hard  copy/binder  containing  this  information  will 
also  be  available  in  a  locked  cabinet  in  the  Clinical  Trials  Center 
(CTC)  in  the  Research  Office  Building  (ROB). 

•  The  Nerve  Block  Study  Schedule  in  Outlook  Calendar  will  be 
updated  daily,  noting  SIDs  and  scheduled  visits.  The  Schedule  will 
only  be  viewable  by  designated  study  staff  when  signed  in  to  the  VA 
Network. 

Examples:  NERVE  BLOCK  PATIENT:  1065 1001 /Post  OpDay  2 
NERVE  BLOCK  PATIENT:  1 162 1332 /BASELINE 

•  At  the  end  of  each  business  day,  two  emails  will  be  sent  by  the  SC: 

1.  an  unencrypted  email  noting  the  tentative  next  day’s  patients’ 
schedules  with  only  SIDs  and  scheduled  visits  will  be  sent  to 
the  Pitt  Physical  Therapy  (PT)  Staff. 

2.  an  encrypted  email  noting  the  tentative  next  day’s  patients’ 
schedules  that  will  include  patient  names,  SIDs  and  scheduled 
visits  will  be  sent  to  the  Principal  Investigator  [PI], Co- 
Investigators  [Co-Is],VA  and  Pitt  PT  staffs,  and  the 
Investigational  Drug  Service  [IDS]).  This  communication  will 
only  be  viewable  when  signed  in  to  the  VA  Network. 
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NERVE  BLOCK  Patient  Information  Communication 
and  Study  Form  Distribution  Procedures 

Version  1  -  05/20/16  (Final) 

3 .  Communication  by  the  Pitt  PT  staff  regarding  weekend  patient 

discharge (s)  will  be  sent  via  encrypted  email  (i.e.,  within  the  VA 

email  network)  to  the  SC. 

Monday  through  Friday  Form  Distribution: 

1.  Between  7:00  and  7:30AM,  the  SC  will  place  two  Clinical  Exam 
(CEX)  Forms  (AM/ PM  PT  Visits)  and  one  Falls-IH  Form  (PM  PT 
Visit)  per  study  participant  into  folder(s)  identified  by  Patient 
Name  and  SID  in  a  locked  file  cabinet  located  in  the  PT 
Department,  Room  2W113. 

2.  As  necessary,  SC  will  also  pick  up  all  completed  forms,  and/or 
remove  patient  folder(s)  from  previous  day(s)  if  patient(s)  have 
been  discharged. 

Morning  PT  Session: 

1.  Prior  to  beginning  the  AM  PT  sessions,  the  VA  PT  Staff  will 
locate  the  patient’s/patients’  folder(s). 

2.  Appropriate  assessments  and  treatments  will  be  completed  with 
the  patient  and  documentation  about  the  session  will  be  made 
on  the  CEX  Form. 

3.  The  completed  CEX  Form  will  be  returned  to  its  original  folder 
and  the  folder  returned  to  the  locked  file  cabinet  in  Room 
2W113. 

Afternoon  PT  Session: 

1.  Prior  to  beginning  PM  PT  assessments  and  treatments,  the  Pitt 
PT  Staff  will  locate  the  patient’s/ patients’  folder(s). 

2.  Appropriate  assessments  and  treatments  will  be  completed  with 
the  patient  and  documentation  about  the  session  will  be  made 
on  the  CEX  Form. 

3.  The  FALLS-IH  Form  will  be  completed. 

4.  Collected  data  from  the  CEX  and  FALLS-IH  Forms  will  be 
entered  into  REDCap  (both  AM  and  PM  PT  sessions). 

5.  After  REDCap  data  entry,  the  completed  CEX  and  FALLS-IH 
Forms  will  be  returned  to  their  original  folder  and  the  folder 
returned  to  the  locked  file  cabinet  in  Room  2W1 13. 
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NERVE  BLOCK  Patient  Information  Communication 
and  Study  Form  Distribution  Procedures 

Version  1  -  05/20/16  (Final) 


Weekend  Questionnaires  and  Form  Distribution: 

Friday  Afternoon: 

4.  The  SC  will  place  two  copies  of  daily  patient  questionnaire s+ 
(Saturday/ Sunday  AM),  four  CEX  Forms  (Saturday  and  Sunday 
AM  and  PM  PT  sessions)  and  two  FALLS-IH  Forms  (on  Weekends, 
completed  during  AM  PT  sessions)  per  patient  in  folder(s) 
identified  by  Patient  Name  and  SID  in  the  locked  file  cabinet 
located  in  Room  2W1 13. 

Saturday/ Sunday  Morning  PT  Session: 

1.  Prior  to  beginning  AM  PT  assessments  and  treatments,  the  Pitt 
PT  Staff  will  locate  the  patient’s/ patients’  folder(s). 

2.  Pitt  PT  staff  will  have  the  patient  complete  daily  questionnaires. 

3.  Upon  completion  of  the  questionnaires,  appropriate 
assessments  and  treatments  will  be  completed  with  the  patient, 
and  documentation  about  the  session  will  be  made  on  the  CEX 
Form. 

4.  The  FALLS-IH  Form  will  be  completed. 

5.  Collected  data  from  the  completed  CEX  and  FALLS-IH  Forms 
ONLY  will  be  entered  into  REDCap  (Saturday:  AM  session  only; 
Sunday:  Saturday  PM  and  Sunday  AM  sessions;  Sunday  PM 
session  data  to  be  entered  on  Monday).  Daily  patient 
questionnaire  data  will  be  entered  into  REDCap  by  SC  during 
the  week. 

6.  After  REDCap  data  entry,  the  completed  CEX  and  FALLS-IH 
Forms  will  be  returned  to  their  original  folder,  and  the  folder 
returned  to  the  locked  file  cabinet  in  Room  2W1 13. 

Saturday/ Sunday  Afternoon  PT  Session: 

1.  Prior  to  beginning  PM  PT  assessments  and  treatments,  VA 
Occupational  Therapy  ([OT]  -  Saturday/ PT  -  Sunday)  staff  will 
locate  patient’s/patients’  folder(s). 

2.  Appropriate  assessments  and  treatments  will  be  completed  and 
documentation  about  the  session  will  be  made  on  the  CEX 
Form. 
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NERVE  BLOCK  Patient  Information  Communication 
and  Study  Form  Distribution  Procedures 

Version  1  -  05/20/16  (Final) 

3 .  The  completed  CEX  will  be  returned  to  its  original  folder  and 
the  folder  returned  to  the  locked  file  cabinet  in  Room  2 W 113. 


SFMPQ2  (Short-Form  McGill  Pain  Questionnaire  2) 

SF8  (SF-8  Health  Survey) 

QOR15  (Quality  of  Recovery) 

ORSDS  (Opioid-Related  Symptom  Distress  Scale) 

DVPRS-IH  (Defense  and  Veterans  Pain  Rating  Scale  -  In  Hospital) 
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IRB#  PRO#00001357:  4-Drug  Nerve  Block  versus  Plain  Local  Anesthetic  for  Knee  and  Hip 
Arthroplasty  Analgesia  in  Veterans  PI:  Brian  Williams,  MD,  MBA;  Coord:  Karen  Gilbert 


NERVE  BLOCK  PREPARATION  INSTRUCTIONS  AND  ACCOUNTABILITY  FORM 

SUBJECT  RANDOMIZED  TO 

BUPIVACAINE  AND  CLONIDINE-BUPRENORPHINE-DEXAMETHASONE 

VA  PITTSBURGH 
Dispensing  area: 
UD-SDPU 

Subject  Name 

Last  4  digits  SS 

AGE  of  PARTICIPANT 

□  <69y 

□  >69y 

Max  85  years 

Randomization  Number 

PROCEDURE 

□  Total  KNEE  Replacement 

Diabetes 

PRESENT 

Diabetes 

ABSENT 

□  Total  HIP  Replacement 

X 

□  the  Nerve  Block  Syringes  were  prepared  according  to  the  standard 
procedures  noted  on  the  mixing  instructions 

DATE  PREPARED 

TIME  PREPARED 

PREPARED  BY: 

STEP  1:  OBTAIN  SUPPLIES 


ITEM 

QUANTITY  NEEDED 

OBTAIN  FROM 

BUPIVACAINE  0.5%  30mL  VIAL 

1  VIAL 

OMNICELL  CABINET 

SELECT  KIT 

"INV  BUPIVACAINE+CBD- 

NERVE  BLOCK  STUDY" 

DEXAMETHASONE  lOmg/lmL  SDV  VIAL 

1  VIAL 

BUPRENORPHINE  300mcg/lmL  VIAL 

2  VIALS 

0.9%  SODIUM  CHLORIDE  20mL  VIAL 

2  VIALS 

CLONIDINE  30mcg/0.3mL  SYRINGE 
***USE  ONLY  25mcg/0.25mL*** 

2  SYRINGES 

SDPU  REFRIGERATOR 

STEP  2:  PRIOR  TO  MIXING 


>  WIPE  BLOCK  CART  MIXING  SURFACE  WITH  DISINFECTANT  WIPE 

>  DON  HAT  AND  MASK;  APPLY  PURELL  TO  HANDS 

>  OBTAIN  STERILE  SYRINGES  AND  NEEDLES  FROM  NERVE  BLOCK  CART  SUPPLIES 

>  MIX  AT  A  BLOCK  CART  THAT  IS  OUT  OF  RANGE  OF  (I)  THE  STUDY  PATIENT  AND  THE  STUDY 
COORDINATOR,  (II)  THE  ANESTHESIA  AND/OR  ORTHOPEDIC  PERSONNEL  OF  RECORD, 

AND  (lll)THE  RN  NERVE  BLOCK  SPECIALIST  AND/OR  SDPU  RN  TEAM 


IRB#  PRO#00001357:  4-Drug  Nerve  Block  versus  Plain  Local  Anesthetic  for  Knee  and  Hip 
Arthroplasty  Analgesia  in  Veterans  PI:  Brian  Williams,  MD,  MBA;  Coord:  Karen  Gilbert 


STEP  3:  MIXING 

>  WITHDRAW  THE  REQUIRED  VOLUMES  NOTED  BELOW 

>  PREPARE  A  TOTAL  OF  TWO  SYRINGES;  TOTAL  VOLUME  OF  EACH  SYRINGE  =  20mL 

>  LABEL  EACH  SYRINGE  WITH  THE  APPROPRIATE  PROVIDED  LABELS 

>  Place  all  USED  vials,  syringes  and  needles  in  the  appropriate  disposal  container  as  per  standard 

procedures 


■  DOCUMENT  ON  THE  FRONT  SIDE  OF  THIS  FORM  THE  DATE  AND  TIME  OF  PREPARATION  AND 
NAME  OF  MIXER 

■  PLACE  COMPLETED  FORM,  and  OPENED  WHITE  RANDOMIZATION  ENVELOPE 

IN  THE  PROVIDED  MANILA  ENVELOPE,  SEAL,  and  RETURN  TO  STUDY  OR  PHARMACY  STAFF. 


NON-DIABETIC 

COMPLETE  INFORMATION  BELOW 

PREPARE  TWO  20ML 

SYRINGES 

FOR  L2-L4 

BLOCK 

SYRINGE 

FOR  L4-S3 

BLOCK 

SYRINGE 

DRUG 

#  VIALS  OR 

SYRINGES 

MANUFACTURER 

LOT# 

EXPIRATION 

DATE 

QUANTITY 

NEEDED 

BUPIVACAINEO.5% 

30  mL  vial 

1  VIAL 

lOmL 

4mL 

DEXAMETHASONE 

lOmg/lmL 

1  VIAL 

O.lmL 

O.lmL 

BUPRENORPHINE 

300mcg/lmL 

2  VIALS 

ImL 

ImL 

CLONIDINE 

30mcg/0.3mL 

2  SYR 

0.25mL 

0.25mL 

0.9%  SODIUM 

CHLORIDE  20  mL 

2  VIALS 

8.65mL 

14.65mL 

FINAL  TOTAL  VOLUME  OF  SYRINGE 

20mL 

20mL 

FINAL  BUPIVACAINE  CONCENTRATION 

0.25% 

0.1% 

***  NOTE:  THE  NERVE  BLOCK  SYRINGES  MUST  BE  USED 

WITHIN  60  MINUTES  OF  PREPARATION**** 

AFFIX  one  copy  of 
the  SYRINGE  LABELS 

to  each  of  these  boxes 

IRB#  PRO#00001357:  4-Drug  Nerve  Block  versus  Plain  Local  Anesthetic  for  Knee  and  Hip 
Arthroplasty  Analgesia  in  Veterans  PI:  Brian  Williams,  MD,  MBA;  Coord:  Karen  Gilbert 


NERVE  BLOCK  PREPARATION  INSTRUCTIONS  AND  ACCOUNTABILITY  FORM 

SUBJECT  RANDOMIZED  TO 

BUPIVACAINE  AND  CLONIDINE-BUPRENORPHINE-DEXAMETHASONE 

VA  PITTSBURGH 
Dispensing  area: 
UD-SDPU 

Subject  Name 

Last  4  digits  SS 

AGE  of  PARTICIPANT 

□  <69y 

□  >69y 

Max  85  years 

Randomization  Number 

PROCEDURE 

□  Total  KNEE  Replacement 

Diabetes 

PRESENT 

Diabetes 

ABSENT 

□  Total  HIP  Replacement 

X 

□  the  Nerve  Block  Syringes  were  prepared  according  to  the  standard 
procedures  noted  on  the  mixing  instructions 

DATE  PREPARED 

TIME  PREPARED 

PREPARED  BY: 

STEP  1:  OBTAIN  SUPPLIES 


ITEM 

QUANTITY  NEEDED 

OBTAIN  FROM 

BUPIVACAINE  0.5%  30mL  VIAL 

1  VIAL 

OMNICELL  CABINET 

SELECT  KIT 

"INV  BUPIVACAINE+CBD- 

NERVE  BLOCK  STUDY" 

DEXAMETHASONE  lOmg/lmL  SDV 
VIAL 

1  VIAL 

BUPRENORPHINE  300mcg/lmL 

2  VIALS 

0.9%  SODIUM  CHLORIDE  20mL  VIAL 

2  VIALS 

CLONIDINE  30mcg/0.3mL  SYRINGE 
***USE  ONLY  25mcg/0.25mL*** 

2  SYRINGES 

SDPU  REFRIGERATOR 

STEP  2:  PRIOR  TO  MIXING 


>  WIPE  BLOCK  CART  MIXING  SURFACE  WITH  DISINFECTANT  WIPE 

>  DON  HAT  AND  MASK;  APPLY  PURELL  TO  HANDS 

>  OBTAIN  STERILE  SYRINGES  AND  NEEDLES  FROM  NERVE  BLOCK  CART  SUPPLIES 

>  MIX  AT  A  BLOCK  CART  THAT  IS  OUT  OF  RANGE  OF  (I)  THE  STUDY  PATIENT  AND  THE  STUDY 
COORDINATOR,  (II)  THE  ANESTHESIA  AND/OR  ORTHOPEDIC  PERSONNEL  OF  RECORD, 

AND  (lll)THE  RN  NERVE  BLOCK  SPECIALIST  AND/OR  SDPU  RN  TEAM 


IRB#  PRO#00001357:  4-Drug  Nerve  Block  versus  Plain  Local  Anesthetic  for  Knee  and  Hip 
Arthroplasty  Analgesia  in  Veterans  PI:  Brian  Williams,  MD,  MBA;  Coord:  Karen  Gilbert 


STEP  3:  MIXING 

>  WITHDRAW  THE  REQUIRED  VOLUMES  NOTED  BELOW 

>  PREPARE  A  TOTAL  OF  TWO  SYRINGES;  TOTAL  VOLUME  OF  EACH  SYRINGE  =  20mL 

>  LABEL  EACH  SYRINGE  WITH  THE  APPROPRIATE  PROVIDED  LABEL 

>  Place  all  USED  vials,  syringes  and  needles  in  the  appropriate  disposal  container  as  per  standard 

procedures 


■  DOCUMENT  ON  THE  FRONT  SIDE  OF  THIS  FORM  THE  DATE  AND  TIME  OF  PREPARATION  AND 
NAME  OF  MIXER 

■  PLACE  COMPLETED  FORM,  and  OPENED  WHITE  RANDOMIZATION  ENVELOPE 

IN  THE  PROVIDED  MANILA  ENVELOPE,  SEAL,  and  RETURN  TO  STUDY  OR  PHARMACY  STAFF. 


DIABETIC 

PREPARE  TWO  20mL  SYRINGES 

COMPLETE  THE  INFORMATION  BELOW 

FOR  L2-L4 

BLOCK 

SYRINGE 

FOR  L4-S3 

BLOCK 

SYRINGE 

DRUG 

#  VIALS  OR 

SYRINGES 

MANUFACTURER 

LOT# 

EXPIRATION 

DATE 

QUANTITY 

NEEDED 

BUPIVACAINEO.5% 

30  mL  vial 

1  VIAL 

8mL 

4mL 

DEXAMETHASONE 

lOmg/lmL 

1  VIAL 

O.lmL 

O.lmL 

BUPRENORPHINE 

300mcg/lmL 

2  VIALS 

ImL 

ImL 

CLONIDINE 

30mcg/0.3mL 

2  SYR 

0.25mL 

0.25mL 

0.9%  SODIUM 

CHLORIDE  20  mL 

2  VIALS 

lO.eSmL 

14.65mL 

FINAL  TOTAL  VOLUME  OF  SYRINGE 

20mL 

20mL 

FINAL  BUPIVACAINE  CONCENTRATION 

0.2% 

0.1% 

***  NOTE:  THE  NERVE  BLOCK  SYRINGES  MUST  BE  USED 
WITHIN  60  MINUTES  OF  PREPARATION**** 


AFFIX  one  copy  of 
the  SYRINGE  LABELS 
to  each  of  these  boxes 


IRB#  PRO#00001357:  4-Drug  Nerve  Block  versus  Plain  Local  Anesthetic  for  Knee  and  Hip 
Arthroplasty  Analgesia  in  Veterans  PI:  Brian  Williams,  MD,  MBA;  Coord:  Karen  Gilbert 


NERVE  BLOCK  PREPARATION  INSTRUCTIONS  AND  ACCOUNTABILITY  FORM 

SUBJECT  RANDOMIZED  TO 

***  bupivacaine  only**** 

VA  PITTSBURGH 
Dispensing  area: 
UD-SDPU 

Subject  Name 

Last  4  digits  SS 

AGE  of  PARTICIPANT 

□  <  69  y  □  >  69  y 

Max  85  years 

Randomization  Number 

PROCEDURE 

Diabetes 

Diabetes 

□  Total  KNEE  Replacement 

PRESENT 

ABSENT 

□  Total  HIP  Replacement 

X 

□  the  Nerve  Block  Syringes  were  prepared  according  to  the  standard 

DATE  PREPARED 

TIME  PREPARED 

procedures  noted  on  the  mixing  instructions 

PREPARED  BY: 

STEP  1:  OBTAIN  SUPPLIES 


ITEM 

QUANTITY  NEEDED 

OBTAIN  FROM 

BUPIVACAINE  0.5%  30mL  VIAL 

1  VIAL 

OMNICELL  CABINET 

SELECT  KIT 

"INV  BUPIVACAINE  ONLY- 

NERVE  BLOCK  STUDY" 

0.9%  SODIUM  CHLORIDE  20mL  VIAL 

2  VIALS 

STEP  2:  PRIOR  TO  MIXING 


>  WIPE  BLOCK  CART  MIXING  SURFACE  WITH  DISINFECTANT  WIPE 

>  DON  HAT  AND  MASK;  APPLY  PURELL  TO  HANDS 

>  OBTAIN  STERILE  SYRINGES  AND  NEEDLES  FROM  NERVE  BLOCK  CART  SUPPLIES 

>  MIX  AT  A  BLOCK  CART  THAT  IS  OUT  OF  RANGE  OF  (I)  THE  STUDY  PATIENT  AND  THE  STUDY 
COORDINATOR,  (II)  THE  ANESTHESIA  AND/OR  ORTHOPEDIC  PERSONNEL  OF  RECORD, 

AND  (lll)THE  RN  NERVE  BLOCK  SPECIALIST  AND/OR  SDPU  RN  TEAM 


IRB#  PRO#00001357:  4-Drug  Nerve  Block  versus  Plain  Local  Anesthetic  for  Knee  and  Hip 
Arthroplasty  Analgesia  in  Veterans  PI:  Brian  Williams,  MD,  MBA;  Coord:  Karen  Gilbert 


STEP  3:  MIXING 

>  WITHDRAW  THE  REQUIRED  VOLUMES  NOTED  BELOW 

>  PREPARE  A  TOTAL  OF  TWO  SYRINGES;  TOTAL  VOLUME  OF  EACH  SYRINGE  =  20ML 

>  LABEL  EACH  SYRINGE  WITH  THE  APPROPRIATE  PROVIDED  LABEL 

>  Place  all  USED  vials,  syringes  and  needles  in  the  appropriate  disposal  container  as  per  standard 

procedures 


■  DOCUMENT  ON  THE  FRONT  SIDE  OF  THIS  FORM  THE  DATE  AND  TIME  OF  PREPARATION  AND 
NAME  OF  MIXER 

■  PLACE  COMPLETED  FORM,  and  OPENED  WHITE  RANDOMIZATION  ENVELOPE 

IN  THE  PROVIDED  MANILA  ENVELOPE,  SEAL,  and  RETURN  TO  STUDY  OR  PHARMACY  STAFF. 


NON-DIABETIC 

PREPARE  TWO  20mL  SYRINGES 

COMPLETE  INFORMATION  BELOW 

FOR  L2-L4 

BLOCK 

SYRINGE 

FOR  L4-S3 

BLOCK 

SYRINGE 

DRUG 

#  VIALS  OR 

SYRINGES 

MANUFACTURER 

LOT# 

EXPIRY 

QUANTITY 

NEEDED 

BUPIVACAINEO.5% 

30  mL  vial 

1  VIAL 

lOmL 

4mL 

0.9%  SODIUM 

CHLORIDE  20  mL 

2  VIALS 

lOmL 

16mL 

FINAL  TOTAL  VOLUME  OF  SYRINGE 

20mL 

20mL 

FINAL  BUPIVACAINE  CONCENTRATION 

0.25% 

0.1% 

***  NOTE:  THE  NERVE  BLOCK  SYRINGES  MUST  BE  USED 
WITHIN  60  MINUTES  OF  PREPARATION**** 


AFFIX  one  copy  of 
the  SYRINGE  LABELS 
to  each  of  these 
boxes 


IRB#  PRO#00001357:  4-Drug  Nerve  Block  versus  Plain  Local  Anesthetic  for  Knee  and  Hip 
Arthroplasty  Analgesia  in  Veterans  PI:  Brian  Williams,  MD,  MBA;  Coord:  Karen  Gilbert 


NERVE  BLOCK  PREPARATION  INSTRUCTIONS  AND  ACCOUNTABILITY  FORM 

SUBJECT  RANDOMIZED  TO 

***bupivacaine  only*** 

VA  PITTSBURGH 
Dispensing  area: 
UD-SDPU 

Subject  Name 

Last  4  digits  SS 

AGE  of  PARTICIPANT 

□  <  69  y  □  >  69  y 

Max  85  years 

Randomization  Number 

PROCEDURE 

Diabetes 

Diabetes 

□  Total  KNEE  Replacement 

PRESENT 

ABSENT 

□  Total  HIP  Replacement 

X 

□  the  Nerve  Block  Syringes  were  prepared  according  to  the  standard 

DATE  PREPARED 

TIME  PREPARED 

procedures  noted  on  the  mixing  instructions 

PREPARED  BY: 

STEP  1:  OBTAIN  SUPPLIES 


ITEM 

QUANTITY  NEEDED 

OBTAIN  FROM 

BUPIVACAINE  0.5%  30mL  VIAL 

1  VIAL 

OMNICELL  CABINET 

SELECT  KIT 

"INV  BUPIVACAINE  ONLY- 

NERVE  BLOCK  STUDY" 

0.9%  SODIUM  CHLORIDE  20mL  VIAL 

2  VIALS 

STEP  2:  PRIOR  TO  MIXING 


>  WIPE  BLOCK  CART  MIXING  SURFACE  WITH  DISINFECTANT  WIPE 

>  DON  HAT  AND  MASK;  APPLY  PURELL  TO  HANDS 

>  OBTAIN  STERILE  SYRINGES  AND  NEEDLES  FROM  NERVE  BLOCK  CART  SUPPLIES 

>  MIX  AT  A  BLOCK  CART  THAT  IS  OUT  OF  RANGE  OF  (I)  THE  STUDY  PATIENT  AND  THE  STUDY 
COORDINATOR,  (II)  THE  ANESTHESIA  AND/OR  ORTHOPEDIC  PERSONNEL  OF  RECORD, 

AND  (lll)THE  RN  NERVE  BLOCK  SPECIALIST  AND/OR  SDPU  RN  TEAM 


IRB#  PRO#00001357:  4-Drug  Nerve  Block  versus  Plain  Local  Anesthetic  for  Knee  and  Hip 
Arthroplasty  Analgesia  in  Veterans  PI:  Brian  Williams,  MD,  MBA;  Coord:  Karen  Gilbert 


STEP  3:  MIXING 

>  WITHDRAW  THE  REQUIRED  VOLUMES  NOTED  BELOW 

>  PREPARE  A  TOTAL  OF  TWO  SYRINGES;  TOTAL  VOLUME  OF  EACH  SYRINGE  =  20mL 

>  LABEL  EACH  SYRINGE  WITH  THE  APPROPRIATE  PROVIDED  LABEL 

>  Place  all  USED  vials,  syringes  and  needles  in  the  appropriate  disposal  container  as  per  standard 

procedures 


■  DOCUMENT  ON  THE  FRONT  SIDE  OF  THIS  FORM  THE  DATE  AND  TIME  OF  PREPARATION  AND 
NAME  OF  MIXER 

■  PLACE  COMPLETED  FORM,  and  OPENED  WHITE  RANDOMIZATION  ENVELOPE 

IN  THE  PROVIDED  MANILA  ENVELOPE,  SEAL,  and  RETURN  TO  STUDY  OR  PHARMACY  STAFF. 


DIABETIC 

COMPLETE  INFORMATION  BELOW 

PREPARE  TWO  20ML 

SYRINGES 

FOR  L2-L4 

BLOCK 

SYRINGE 

FOR  L4-S3 

BLOCK 

SYRINGE 

DRUG 

#  VIALS  OR 

SYRINGES 

MANUFACTURER 

LOT# 

EXPIRY 

QUANTITY 

NEEDED 

BUPIVACAINEO.5% 

30  mL  vial 

1  VIAL 

8mL 

4mL 

0.9%  SODIUM 

CHLORIDE  20  mL 

2  VIALS 

12mL 

16mL 

FINAL  TOTAL  VOLUME  OF  SYRINGE 

20mL 

20mL 

FINAL  BUPIVACAINE  CONCENTRATION 

0.2% 

0.1% 

***  NOTE:  THE  NERVE  BLOCK  SYRINGES  MUST  BE  USED 

WITHIN  60  MINUTES  OF  PREPARATION**** 

AFFIX  one  copy  of 
the  SYRINGE  LABELS 

to  each  of  these  boxes 

NERVE  BLOCK  STUDY 

NERVE  BLOCK  STUDY 

RANDOMIZATION# 

RANDOMIZATION# 

SYRINGE  FOR  L2-L4  BLOCK 

SYRINGE  FOR  L2-L4  BLOCK 

Preo  date:  time 

Preo  date:  time 

Affix  to  syringe 

Attach  to  DreD/accountabiinvform 

EXAMPLE: 

THIS  COULD  BE  BLUE  COLOR 


NERVE  BLOCK  STUDY 

NERVE  BLOCK  STUDY 

RANDOMIZATION# 

RANDOMIZATION# 

SYRINGE  FOR  L4-S3  BLOCK 

SYRINGE  FOR  L4-S3  BLOCK 

Preo  date:  time 

Prep  date:  time 

Affix  to  svrinfle 

Attach  to  Dreo/accountabilityform 

EXAMPLE: 

THIS  COULD  BE  GREEN  COLOR 


RETURN  ENVELOPE 

4-DRUG  NERVE  BLOCK  VERSUS  PLAIN  LOCAL  ANESTHETIC  FOR  KNEE  AND  HIP 

ARTHROPLASTY  ANALGESIA  IN  VETERANS 

IRB# 

PRO  1357 

PI:  Brian  Williams,  MD 

Study  Coordinator:  Karen  Gilbert 

RANDOMIZATION  NUMBER: 

STEP  1 


OPEN  SEALED 

RANDOMIZATION  ENVELOPE 


RETRIEVE  THE  ENCLOSED  FORM 


NERVE  BLOCK 

PREPARATION 

INSTRUCTIONS 

AND 

ACCOUNTABILITY 

FORM 

TO  OBTAIN 

\ 

TREATMENT  ASSIGNMENT 


This  Form  will  indicate: 

BUPIVACAINE 

OR 

BUPIVACAINE +  C-B-D 


STEP  2 


FOLLOW  THE  PREPARATION  INSTRUCTIONS  ON  FORM 


STEP  3 


❖ 


❖ 


LABEL  THE  TWO  NERVE  BLOCK  SYRINGES 

REMEMBER  TO  AFFIX  ONE  COPY  EACH  OF  THE  SYRINGE  LABELS  TO  THE  FORM 


STEP  3 

❖  REMEMBER  TO  COMPLETE  AND  SIGN  THE  FORM 

STEP  4 

IN  THE  PROVIDED  RETURN  ENVELOPE  PLACE  THE  FOLLOWING  ITEMS 

■  COMPLETED  NERVE  BLOCK  PREP  INSTRUCTIONS  AND  ACCOUNTABILITY 

FORM 

■  OPENED  RANDOMIZATION  ENVELOPE 

STEPS 

**SEAL  THE  ENVELOPE**  with  the  above  enclosed  contents 

STEPS 

RETURN  THE 

SEALED  ENVELOPE 

to  A  STUDY  INVESTIGATOR 

PLEASE  COMPLETE: 


1)  I  attest  that  the  |ENVEL0PE|  provided  containing  the  NERVE  BLOCK  PREPARATION  and 
ACCOUNTABILITY  form  was  SEALED  prior  to  my  opening  the  envelope 


2)  I  attest  that  the  form  noted  above  was  completed  by  me  and  no  other  person  involved 
with  the  study  or  involved  with  the  clinical  care  of  the  study  participant  observed  the 
randomization  materials  or  the  nerve  block  preparation  process. 


Printed  name _ 

Signature _ Date: _ / _ /. 


IF  YOU  HAVE  ANY  QUESTIONS,  PLEASE  CONTACT 

Shirley  Podnar,  PharmD 

Meghan  Tamburino,  CPhT 

THE  INVESTIGATIONAL  DRUG  SERVICE 

412-360-3260 

412-360-3792 

Pager:  1711 

Pager:  1710 

Nerve  Block  Study  -  Physical  Therapy  Clinical  Examination  MOP  -  Rev.  06/14/2016 


CLINICAL  EXAMINATION 


General  Instructions 

It  is  recommended  that  participants  wear  loose  clothing  and  flat  comfortahle  shoes  or  tennis  shoes  for 
both  acute  and  clinic  visits.  For  the  tests  that  require  standing  and  walking,  it  is  recommended  that  shoes 
are  worn;  however,  well-fitting  hospital  socks  with  adequate  grips  on  bottom  are  permissible  for  walking 
and  standing  assessments.  It  is  recommended  that  the  research  coordinator  advise  participants  of  these 
apparel  recommendations  when  scheduling  the  baseline  visit.  The  research  coordinator  and  PT 
conducting  the  baseline  assessment  should  reiterate  these  recommendations  at  baseline  visit. 

If  at  any  time  during  testing,  the  tester  feels  the  participant  is  unsafe,  end  the  testing.  For  the  crude 
sensation,  range  of  motion,  and  active  straight  leg  raise  tests,  the  non-operative  side  is  tested  first,  and  the 
operative  side  is  tested  next.  For  the  timed  tests,  the  time  is  recorded  to  the  nearest  hundredth  of  a  second 
(two  decimals).  The  testers  will  attempt  to  complete  the  clinical  examination  form  in  the  order  that  is  on 
the  form.  This  will  be  done  because  the  order  of  testing  could  impact  participant’s  performance. 

Prior  to  starting  initial  assessment,  the  therapist  should  access  CPRS  to  determine  weight  bearing  status, 
activity  orders,  precautions,  and  contraindications.  Before  the  clinical  exam,  complete  the  top  portion  of 
the  clinical  exam  form  and  assess  resting  pain  (from  0  to  10)  in  the  knee  (for  those  in  total  knee 
replacement  group)  or  hip  (for  those  in  total  hip  replacement  group)  and  record  it.  Blood  pressure  will  be 
taken  in  standing  position  as  the  evaluation  and  treatment  session  proceeds.  Standing  blood  pressure 
must  be  taken  prior  to  commencing  gait  assessment  and  standing  therapeutic  exercise. 

Any  Adverse  Events,  Serious  Adverse  Events,  or  Protocol  deviations  should  be  communicated  to  the 
Study  Coordinator  within  IRB  guidelines. 

Equipment  and  communal  room  cleaning  should  be  performed  per  VAPHS  Cleaning  Guidelines.  After 
patient  contact,  equipment,  like  goniometers,  blood  pressure  cuffs,  oxygen  saturation  finger  sensors,  and 
stethoscopes,  should  be  cleaned  with  PDI  Wipes  or  alcohol  as  appropriate.  In  communal  areas,  like  ROB 
treatment  rooms,  a)  pillow  cases  should  be  changed  and  b)  linens  should  be  changed  and/or  treatment 
tables  cleaned  as  appropriate  after  patient  use. 


Vital  Guidelines 

When  patient’s  vitals  fall  outside  the  guidelines  below,  notify  the  doctor  (referred  to  as  HO  or  House 
Officer)  and  patient  nurse  immediately.  Eurthermore,  call  a  Code  when  medically  appropriate.  VA  codes 
and  their  descriptions  are  included  in  Appendix  A.  To  call  a  code,  you  will  dial  911  from  any  hardwired 
telephone;  tell  the  operator  the  condition;  then  give  the  facility,  building,  floor  and  room  number; 
afterwards,  make  sure  to  listen  to  the  overhead  message  to  ensure  the  proper  area  and  code  is  announced. 


*  Blood  Pressure  systolic  greater  than 

200 

*  Blood  Pressure  systolic  less  than 

100 

*  Blood  Pressure  diastolic  greater  than 

120 

*  Heart  Rate  greater  than 

120 

*  Heart  Rate  less  than 

60 

*  Temperature  greater  than 

101  degrees  E 

1 


Nerve  Block  Study  -  Physical  Therapy  Clinical  Examination  MOP  -  Rev.  06/14/2016 


*  Blood  Pressure  systolic 


Less  than  80  regardless  of  symptom  or  complaint 


Lab  Value  Guidelines 


Hematocrit 


<25%  (Normal  42-52%) 


Hemoglobin 


<8  (Normal  14-18g/dl) 


White  Blood  Cells 


<5,000+fever  (Normal  4.8-1 1.0k/mm3) 


Platelets 


<25,000  No  Progressive  Resistance  Exercise;  <10,000  No 
Rehab  (Normal  150,000  to  450,000  mcL) 


Prothrombin  time  (PT) 

9.5  to  13  sec 

18  to  30  sec 

Partial  thromboplastin 
time  (PTT  ) 

22  to  36  sec 

42.75-115.5  sec 

International  Normalized 
Ratio  (E4R) 

0.8  to  1.2 

2.0  to  3.0(low  dose)  /  2.5-3. 5  (high 
dose) 

PT  and  INR=  Coumac 
PTT=:  Heparin 

in 

DESCRIPTION  OF  TESTS 

Crude  Sensation  (all  time  points  bilaterally)  -  Test  will  be  performed  in  supine  position  with  both  ankles 
placed  on  bolster  or  towel  with  both  lower  extremities  in  full  extension.  Patient’s  eyes  will  be  closed.  L2- 
4  distribution  is  tested  at  anterior  thigh  and  medial  anterior  lower  leg.  L5-S3  distribution  will  be  tested  at 
lateral  lower  leg  and  foot.  Tester  asks  patient  to  stay  with  eyes  closed.  Tester  lightly  touches  the  area  on 
non-operative  side  first  and  asks:  “Can  you  feel  me  touch  your  leg?”  and  then  lightly  touches  the 
operative  side  and  asks  “Do  you  feel  this?”  “Does  this  feel  the  same,  more,  or  less  as  the  other  side? 
Tester  records  if  sensation  is  normal  or  diminished/absent. 

Range  of  Motion  (ROM)  (all  time  points  bilaterally)  -  All  ROM  measures  are  assessed  with  a  standard 
goniometer  with  the  patient  in  supine  on  the  hospital  bed  or  over  a  treatment  table.  For  all  tests  the  non- 
tested  lower  extremity  stays  flat  over  the  bed  in  neutral  rotation. 

•  Hip  ROM  -  for  participants  with  hip  replacement  only-  Perform  non-operative  side  first  and 
operative  side  second. 

•  Flexion 

o  Active.  Participant  is  supine  with  tested  hip  in  neutral  positon.  Initially  the  knee  is 

extended,  but  flexion  should  be  allowed  as  hip  flexion  continues.  The  limit  of  ROM  for 
this  test  is  90  degrees  of  hip  flexion  (surgical  precaution).  Patient  actively  brings  the 
hip  into  flexion  without  any  help  from  the  tester  and  holds  that  position  while  the  tester 
takes  the  measurement.  The  center  of  the  goniometer  is  over  the  lateral  aspect  of  hip 
referencing  the  greater  trochanter.  The  fixed  arm  of  the  goniometer  is  over  the  lateral 
midline  of  pelvis.  The  moving  arm  is  over  the  lateral  midline  of  femur  referencing 
femoral  lateral  epicondyle. 
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o  Passive.  Tester  stabilizes  the  pelvis  to  prevent  rotation  or  posterior  tilting,  and  flexes 
the  hip  until  reaching  a  firm  end  feel  or  patient  pain  tolerance.  The  limit  of  ROM  for 
this  test  is  90  degrees  of  hip  flexion  (surgical  precaution).  Same  position  and 
goniometer  placement. 

•  Abduction 

o  Active.  Participant  is  supine  (towards  the  side  of  the  bed  opposite  to  the  tested  hip) 
with  tested  hip  in  neutral  position  and  knee  extended.  Patient  actively  slides  the  hip  into 
abduction  without  any  help  from  the  tester  and  holds  that  position  while  the  tester  takes 
the  measurement.  The  center  of  the  goniometer  is  over  the  anterior  superior  iliac  spine 
(ASIS).  The  fixed  arm  of  the  goniometer  is  over  an  imaginary  horizontal  line  extending 
from  one  ASIS  to  the  other  ASIS.  The  moving  arm  is  over  the  anterior  midline  of 
femur  referencing  the  patella  midline. 

o  Passive.  Same  position  and  goniometer  placement.  The  tester  brings  the  lower 
extremity  into  abduction  without  allowing  pelvis  or  leg  rotation.  The  tester  stops  by 
reaching  a  firm  end  feel  or  patient  pain  tolerance. 

•  Knee  ROM  -  for  participants  with  knee  replacement  only-  Perform  non-operative  side  first  and 
operative  side  second. 

•  Flexion 

o  Active.  Participant  supine  with  tested  knee  in  extension.  Initially  hip  in  zero  degrees  of 
ext,  abd,  add.  Patient  actively  brings  knee  into  flexion  as  far  as  possible  sliding  the  heel 
of  the  testing  leg  on  the  surface  of  the  bed  without  any  help  from  the  tester.  The  center 
of  the  goniometer  is  over  the  lateral  epicondyle  of  femur.  The  fixed  arm  of  the 
goniometer  is  over  the  lateral  midline  of  femur,  referencing  greater  trochanter.  The 
moving  arm  of  the  goniometer  is  over  the  lateral  midline  of  fibula,  reference  lateral 
malleolus  &  fibular  head. 

o  Passive.  Participant  supine  with  tested  knee  in  extension.  Initially  hip  in  zero  degrees 
of  ext,  abd,  add.  Tester  flexes  knee  and  hip  by  sliding  the  heel  of  tested  knee  on  the 
bed.  Tester  stabilizes  the  femur  and  bends  the  knee  until  reaching  a  soft  tissue  end  feel 
or  up  to  patient  pain  tolerance,  whichever  comes  first.  Same  position  and  goniometer 
placement. 

•  Extension 

o  Active.  A  bolster  (i.e.,  folded  towel  or  pillow)  is  placed  under  participant  ankles  so  that 
knee  hyperextension  can  be  measured.  Patient  actively  brings  knee  into  maximum 
extension  without  any  help  from  the  tester.  The  center  of  the  goniometer  is  over  the 
lateral  epicondyle  of  femur.  The  fixed  arm  of  the  goniometer  is  over  the  lateral  midline 
of  femur,  referencing  greater  trochanter.  The  moving  arm  of  the  goniometer  is  over  the 
lateral  midline  of  fibula,  reference  lateral  malleolus  &  fibular  head.  In  the  case  of  a 
flexion  contracture,  the  value  is  recorded  as  negative  (-).  In  the  case  of  knee 
hyperextension,  the  value  is  positive  (-I-)  and  recorded  without  a  sign. 

o  Passive.  Same  position  and  goniometer  placement.  The  tester  brings  the  knee  close  to 
full  extension  and  then  offers  slight  posterior  pressure  over  the  distal  thigh  until 
reaching  a  capsular  end  feel  or  pain  tolerance  (whichever  comes  first).  In  case  the 
participant  has  a  flexion  contracture,  the  value  is  reported  as  negative  (-).  In  the  case  of 
knee  hyperextension,  the  value  is  positive  (-I-)  and  recorded  without  a  sign. 

Pain  Intensity  after  ROM  tests  (all  time  points)  -  At  the  end  of  ROM  test  ask  the  participant  to  rate  the 
level  of  pain  (from  0  to  10)  during  ROM.  Query  about  the  knee  for  those  in  total  knee  replacement  group 
and  hip  for  those  in  total  hip  replacement  group. 
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Straight  leg  raise  test  (ACTIVE)  (all  time  points-  bilaterally)  -  Perform  non-operative  side  first  and 
operative  side  second.  It  assesses  the  ability  to  actively  lift  the  lower  extremity  (LE)  off  the  bed.  If  the 
participant  is  able  to  lift  the  LE  off  the  bed  at  least  20  degrees,  mark  “Y es”.  If  not  able  to  lift  the  LE  to 
that  range  of  motion,  mark  as  “No”. 

Knee  extension  lag  (all  time  points-  bilaterally)  -  It  is  the  difference  between  the  value  of  passive  knee 
extension  and  knee  extension  during  the  active  straight  leg  raise  test.  If  the  difference  is  >  5°  it  represents 
a  knee  extension  lag  and  is  recorded  as  “Yes”.  If  the  difference  is  less  than  5°  it  is  recorded  as  “No”. 

Standing  Balance  Tests  (SBTs)  (all  time  points)  (**Patient  must  be  able  to  perform  1  repetition 
straight  leg  raise  (SLR)  post  TKA  surgery  to  be  able  to  stand  and  ambulate  without  a  knee 
immobilizer.  A  SLR  is  defined  as  no  eccentric  lowering  of  the  lower  leg.  If  unable  to  perform  1 
repetition  SLR  then  knee  immobilizer  must  be  used  for  all  standing  and  ambulation).  The  SBTs  are 
only  performed  on  those  patients  who  can  stand  unassisted  without  the  use  of  a  cane  or  walker.  Moreover, 
the  participant  stands  at  arm’s  reach  of  a  steady  surface  in  one  side  (e.g.,  bed  head/sideboard,  grab  bar) 
and  the  tester  in  the  other  side.  There  are  three  (3)  balance  tests  performed  at  each  assessment  visit.  Eor 
each: 

1 .  The  tester  will  ask  the  participant  if  they  can  stand  without  the  device  and  are  willing  to  try  the 
test.  If  they  reply  “yes”  the  tester  can  assist  them  with  getting  into  the  correct  position  for 
testing. 

2.  The  tester,  for  each  position,  will  not  only  describe  to  the  participant  what  the  test  is  but  will 
also  demonstrate  the  appropriate  position  of  the  feet  for  testing. 

3.  The  participant  will  get  into  the  proper  position  while  receiving  support  from  the  tester. 

4.  When  the  participant  appears  to  be  steady,  ask  if  they  are  ready.  When  they  reply  “yes”,  the 
tester  says  “Ready,  begin”.  The  tester  begins  timing  (i.e.  starts  the  stopwatch)  once  the 
participant  is  standing  independently  without  support  from  the  tester.  The  timing  continues 
until  the  participant  moves  their  feet,  grabs  for  support,  receives  support  from  the  tester  or  the 
time  has  elapsed. 

Balance  test  #1  Side-by-Side  stand  -  The  participant  is  requested  to  stand  for  10  seconds  with  their  feet 
together  (or  as  close  as  possible)  in  a  side-by-side  position.  Tester  will  describe  and  demonstrate  the  test. 
If  the  participant  is  unable  to  hold  the  side-by-side  stand  for  10  seconds  the  tester  will  not  proceed  to  the 
other  balance  tests  (i.e.  semi-tandem,  tandem).  If  the  participant  successfully  completes  the  side-by-side 
test  (i.e.  holds  test  for  10  seconds),  the  tester  will  continue  to  the  semi-tandem  balance  test. 

Tester  Script: 

Now  I  will  show  you  the  first  movement.  ( Demonstrate )  I  want  you  to  try  to  stand  with  your  feet 
together,  side-by-side,  for  about  1 0  seconds.  You  may  use  your  arms,  bend  your  knees,  or  move  your 
body  to  maintain  your  balance,  but  try  not  to  move  your  feet.  Try  to  hold  this  position  until  I  tell 
you  to  stop. 

Stand  next  to  the  participant  to  help  him/her  into  the  side-by-side  position.  Provide  just  enough 
support  to  the  participant ’s  arm  to  prevent  loss  of  balance.  When  the  participant  has  his/her  feet 
together,  ask  “Are  you  ready?  ”  Then  let  go  and  begin  timing  as  you  say,  “Ready,  begin.  ”  Stop  the 
stopwatch  and  say  “Stop  ”  after  10  seconds  or  when  the  participant  steps  out  of  position  or  grabs  your 
arm  or  steady  surface.  If  participant  is  unable  to  hold  the  position  for  10  seconds,  record  result  and 
end  the  test. 

Balance  test  #2  Semi-tandem  stand  -  The  participant  is  requested  to  place  the  heel  of  one  foot  to  the 
side  of  the  big  toe  of  the  other  foot.  Either  foot  can  be  placed  in  the  forward  position.  The  tester  is 
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advised  to  encourage  participant  to  try  both  feet  in  the  different  positions  to  see  which  is  the  most 
comfortable.  Once  the  participant  decides  which  foot  to  place  in  front  and  the  timing  begins  -  the 
participant  cannot  change  their  mind  and  repeat  the  test  with  the  opposite  foot  in  front.  If  the  participant 
successfully  completes  the  semi -tandem  stand  (i.e.  holds  test  for  10  seconds),  the  tester  will  continue  to 
the  tandem  test. 

Tester  Script: 

Now  I  will  show  you  the  second  movement.  (Demonstrate)  I  want  you  to  try  to  stand  with  the  side  of 
the  heel  of  one  foot  touching  the  big  toe  of  the  other  foot  for  about  10  seconds.  You  may  put  either 
foot  in  front,  whichever  is  more  comfortable  for  you.  You  may  use  your  arms,  bend  your  knees,  or 
move  your  body  to  maintain  your  balance,  but  try  not  to  move  your  feet.  Try  to  hold  this  position 
until  I  tell  you  to  stop. 

Stand  next  to  the  participant  to  help  him/her  into  the  semi-tandem  position.  Provide  just  enough 
support  to  the  participant’s  arm  to  prevent  loss  of  balance.  When  the  participant  has  his/her  feet  in 
place,  ask  “Are you  ready?”  Then  let  go  and  begin  timing  as  you  say  “Ready,  begin.  ”  Stop  the 
stopwatch  and  say  “Stop”  after  10  seconds  or  when  the  participant  steps  out  of  position  or  grabs  your 
arm  or  steady  surface.  If  participant  is  unable  to  hold  the  position  for  10  seconds,  record  result  and 
end  the  Standing  Balance  Tests. 

Balance  test  #3  Tandem  stand  -  The  participant  is  requested  to  stand  with  the  heel  of  one  foot  placed 
directly  in  front  of  the  toes  of  the  other  foot.  Either  foot  can  be  placed  in  the  forward  position.  The  tester 
is  advised  to  encourage  the  participant  to  try  both  feet  in  the  positions  to  see  which  is  the  most 
comfortable.  Once  the  participant  decides  which  foot  to  place  in  front  and  the  time  begins  -  the 
participant  cannot  change  their  mind  and  repeat  the  test  with  the  opposite  foot  in  front. 

Tester  Script: 

Now  I  will  show  you  the  third  movement.  (Demonstrate)  I  want  you  to  try  to  stand  with  the  heel  of 
one  foot  in  front  of  and  touching  the  toes  of  the  other  foot  for  about  10  seconds.  You  may  put  either 
foot  in  front,  whichever  is  more  comfortable  for  you.  You  may  use  your  arms,  bend  your  knees,  or 
move  your  body  to  maintain  your  balance,  but  try  not  to  move  your  feet.  Try  to  hold  this  position 
until  I  tell  you  to  stop. 

Stand  next  to  the  participant  to  help  him/her  into  the  tandem  position.  Supply  just  enough  support  to 
the  participant ’s  arm  to  prevent  loss  of  balance.  When  the  participant  has  his/her  feet  in  place,  ask 
“Are  you  ready?”  Then  let  go  and  begin  timing  as  you  say,  “Ready,  begin.  ”  Stop  the  stopwatch  and 
say  “Stop”  after  10  seconds  or  when  the  participant  steps  out  of  position  or  grabs  your  arm  or  steady 
surface. 

Self-Selected  Gait  Speed  Test  (all  time  points)  -  This  self-selected  gait  speed  test  assesses  participant’s 
ability  to  walk  4  meters  or  13  feet.  For  this  test,  the  tester  will  need  a  stopwatch,  measuring  tape  and 
masking  tape  (hopefully  we  will  be  able  to  have  the  tape  on  the  floor  at  all  times).  The  walking  course 
should  be  set  up  prior  to  the  assessment  visits  and  the  area  should  be  free  from  clutter  and  unobstructed 
and  should  include  at  least  an  extra  meter  on  each  end.  The  tester  will  mark  the  start  and  finish  lines  on 
the  floor  using  the  masking  tape  and  a  construction  meter  tape  to  measure  the  correct  distance. 

1 .  The  tester  will  ask  the  participant  whether  they  feel  safe  walking  a  short  distance  with  or 
without  walking  device  for  the  test.  If  they  don’t,  do  not  perform  the  gait  speed  test.  A  walking 
device  can  be  used  during  the  walk. 

2.  Participants  are  instructed  to  walk  at  their  usual  or  normal  walking  speed  (i.e.,  as  they  would 
normally  walk  to  run  errands)  and  past  the  finish  line  ~1  meter  after  the  finish  line.  The 
tester  will  begin  timing  when  the  participant  begins  to  move  (not  when  they  say  “Ready, 
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begin”).  The  tester  will  stop  timing  when  the  first  foot  crosses  the  masking  tape  finish  line. 

The  tester  will  record  the  time  when  the  participant’s  first  foot  crosses  the  4  meter  line.  It  is 
imperative  that  the  participant’s  foot  cross  the  line  and  not  lands  on  the  line  as  it  does  not  end 
the  test. 

3.  The  tester  will  write  the  time  on  their  data  sheet  and  then  instruct  the  participant  that  they  will 
perform  the  test  again.  The  participant  will  walk  hack  to  the  starting  masking  tape  and  repeat 
the  steps  for  the  gait  speed  test  to  obtain  the  second  time.  Record  the  fastest  time.  If  unahle  to 
repeat  the  test  record  the  first  time  and  end  the  gait  speed  test.  If  unahle  to  complete  the  first 
test  mark  as  not  completed. 

4.  The  tester  will  not  walk  heside  the  participant  during  the  gait  speed  test,  as  this  may  set  a  pace 
for  the  participant,  hut  rather  slightly  behind  and  to  the  side  and  outside  of  the  participant’s 
visual  field.  For  those  that  normally  use  a  walking  device,  it  is  recommended  that  close 
attention  be  paid  to  these  individuals  during  the  test  to  prevent  falling. 

5.  If  the  tester  has  issues  with  the  stopwatch,  repeat  the  test. 

Pain  Intensity  prior  to  FIM  (all  time  points)  -  Prior  to  gait  and  stair  FIM  assessment  ask  the  participant 
to  rate  the  current  level  of  pain  (from  0  to  10).  Query  about  the  knee  for  those  in  total  knee  replacement 
group  and  hip  for  those  in  total  hip  replacement  group. 

Transfer  FIM  (all  time  points) 

The  Transfer  FIM  assesses  the  ability  for  the  patient  to  either  1)  transfer  from  a  supine  position  in  bed  to 
standing  and  back  or  2)  transfer  from  a  supine  position  in  bed  to  a  chair/wheelchair  and  back  (if  patient 
not  able  to  safely  transition  to  standing).  With  efficiency  in  mind,  the  therapist  will  begin  formulating  the 
FIM  score  when  the  patient  begins  to  transition  out  of  a  supine  position  in  bed  but  will  not  complete  that 
process  until  standing  and  ambulation  assessment  is  finished  and  the  patient  then  transfers  back  into 
supine  in  bed. 

Once  all  supine  assessments  have  been  completed  the  patient  will  be  asked  to  get  up  from  a  supine 
position  to  standing  or  to  a  chair  /  wheelchair  (as  appropriate).  As  part  of  the  VA  SOC,  the  component 
parts  of  the  transfer  will  be  assessed  and  documented,  as  well,  including  a)  supine  to  sit  and  b)  sit  to  stand 
or  sit  (bed)  to  chair  /  wheelchair. 

After  all  standing  and  ambulation  activity  (or  chair  activity)  has  been  completed,  the  patient  will  be  asked 
to  get  back  into  bed  and  to  lie  supine.  Again  the  component  parts  of  the  transfer  will  be  assessed  and 
documented  including  a)  stand  to  sit  or  chair  to  bed  and  b)  sit  to  supine.  At  this  point  the  overall  FIM 
Transfer  score  can  be  determined. 

The  overall  Transfer  FIM  and  component  transfers  are  graded  on  a  seven  point  scale  as  follows 

7  -  Complete  Independence 
6  -  Modified  Independence 
5  -  Supervision  /  Set-up 
4  -  Minimal  or  Contact  Assistance 
3  -  Moderate  Assistance 
2  -  Maximal  Assistance 
1  -  Total  Assistance 

0  -  Activity  did  not  occur  due  to  safety  or  medical  limitations  or  patient  refusal 
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Reference  the  FIM  Clinical  Guide  or  other  appropriate  reference  source  if  further  assistance  is  needed  in 
determining  the  7  point  score. 

Note:  Although  not  necessarily  a  component  part  of  the  Transfer  FIM  assessment,  the  VA  SOC  includes 
assessing  and  documenting  Bed  Mobility,  as  well. 

Locomotion  FIM  (all  time  points) 

It  is  assumed  that  walking  will  he  the  primary  mode  of  locomotion  upon  D/C,  so  this  FIM  Locomotion 
score  will  he  based  on  walking.  After  or  as  a  continuation  of  the  of  the  Self  Selected  Gait  Speed  Test,  the 
patient  will  be  asked  to  ambulate  as  far  as  they  can  reasonably  and  safely.  The  distance  and  level  of 
assistance  will  be  used  to  determine  the  Locomotion  FIM  score  as  follows: 

7  -  Complete  Independence:  Able  to  walk  at  least  150’  without  any  assistance  or  device 
6  -  Modified  Independence  :  At  least  150’  with  assistive  device  or  increased  time 
5  -  Supervision  /  Set-up  :  At  least  150’  requiring  Supervision  /  Set-up  OR  50’  independently 
4  -  Minimal  or  Contact  Assistance  :  At  least  150’  and  minimal  assistance 
3  -  Moderate  Assistance  :  At  least  150’  and  moderate  assistance 
2  -  Maximal  Assistance  :  50  -149’  and  assist  from  one  person 
1  -  Total  Assistance  :  Less  than  50’  and/or  assist  from  two  persons 
0  -  Activity  did  not  occur  due  to  safety  or  medical  limitations  or  patient  refusal 


Reference  the  FIM  Clinical  Guide  or  other  appropriate  reference  source  if  further  assistance  is  needed  in 
determining  the  Locomotion  7  point  score. 

Stair  FIM  (all  time  points) 

If  deemed  to  be  safe  and  appropriate,  the  patient  will  be  asked  to  ascend  /  descend  12  steps*  -  either  a 
continuous  flight  or  multiple  repetitions  of  gym  based  steps.  Actual  attempts  at  stair  climbing  will 
probably  not  be  done  until  at  least  Post-op  Day  2. 

7  -  Complete  Independence:  Able  negotiate  at  least  12  steps  without  any  assistance  or  device 
6  -  Modified  Independence  :  At  least  12  steps  with  device  and/or  handrail  and  no  helper 
5  -  Supervision:  At  least  12  steps  requiring  Supervision  OR  4  steps  with  modified  independence 
4  -  Minimal  or  Contact  Assistance  :  At  least  12  steps  requiring  minimal  /  contact  assistance 
3  -  Moderate  Assistance  :  At  least  12  steps  requiring  moderate  assistance 
2  -  Maximal  Assistance  :  4-11  steps  and  assist  from  one  person 
1  -  Total  Assistance  :  Less  than  4  steps  and/or  assist  from  two  persons 
0  -  Activity  did  not  occur  due  to  safety  or  medical  limitations  or  patient  refusal 

Reference  the  FIM  Clinical  Guide  or  other  appropriate  reference  source  if  further  assistance  is  needed  in 
determining  the  Stairs  7  point  score. 

*  In  the  event  that  the  available  stairs  have  only  10  or  11  steps  per  flight,  an  experienced  therapist  will 
evaluate  the  patient’s  performance  on  the  10  or  1 1  steps  and  extrapolate  their  ability  to  do  12  steps  when 
scoring  the  Stair  FIM  for  this  study. 
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Repeated  Chair  Stand  Test  (baseline,  post-op  day  2  thru  acute  DC,  and  6  weeks) 

This  test  represents  the  time  it  takes  for  an  individual  to  stand  from  a  chair  5  times  with  arms  crossed  over 
the  chest.  Participant  starts  sitting  in  a  chair.  Start  to  time  when  participant  starts  to  stand  the  first  time 
and  stop  when  participant  reaches  a  full  upright  position  on  the  5th  chair  stand. 

The  tester  stands  close  to  the  side  of  the  chair  for  safety  and  to  observe  the  test  to  ensure  the  participant 
comes  to  a  full  stand  and  full  sit  position  during  the  test.  A  practice  trial  is  recommended  before  testing  to 
check  whether  the  participant  is  able  to  stand  up  and  to  check  understanding  of  the  test. 

Tester  Script: 

“The  next  test  measures  the  strength  in  your  legs.  Do  you  think  it  would  be  safe  for  you  to  try  to  stand 
up  from  a  chair  without  using  your  arms?’’’’  (Demonstrate  and  explain  the  procedure.)  “First,  fold  your 
arms  across  your  chest  and  sit  so  that  your  feet  are  on  the  floor;  then  stand  up  keeping  your  arms 
folded  across  your  chest.  ”  If  it  is  unsafe  to  attempt  the  chair  stand  or  the  participant  cannot  rise  without 
using  arms  this  is  the  end  of  the  test.  Record  result  (i.e.,  test  was  not  attempted). 

If  participant  is  able  to  stand,  continue:  “Now  that  you  attempted  once,  please  stand  up  straight  as 
QUICKLY  as  you  can  five  times,  without  stopping  in  between.  After  standing  up  each  time,  sit  down 
and  then  stand  up  again.  Keep  your  arms  folded  across  your  chest.  I’ll  be  timing  you  with  a 
stopwatch.  ”  When  the  participant  is  properly  seated,  say:  “Ready?  Stand”  and  begin  timing.  Count  out 
loud  as  the  participant  arises  each  time,  up  to  five  times.  Stop  the  stopwatch  when  he/she  has  straightened 
up  completely  for  the  fifth  time.  Additionally,  stop  the  test  if: 

•  Participant  becomes  tired  or  short  of  breath  during  repeated  chair  stands  or  at  your  discretion,  if 
concerned  for  participant’s  safety 

•  Participant  uses  his/her  arms 

•  After  1  minute,  if  participant  has  not  completed  rises. 

If  the  participant  stops  and  appears  to  be  fatigued  before  completing  the  five  stands,  confirm  this  by 
asking  “Can  you  continue?”  If  participant  says  “Yes,”  continue  timing.  If  participant  says  “No,”  stop 
the  test. 


Stair  Climbing  Test  (baseline  and  6  weeks)  -  This  is  a  test  of  ascending  stairs.  It  records  the  time  in 
seconds  it  takes  to  ascend  a  10  step  flight  of  stairs. 

•  Equipment:  timer/stop  watch  and  flight  of  stairs.  Steps  heights  should  be  standard  (between  16- 
20cm),  and  the  location  of  the  stairs  should  have  adequate  lighting  and  free  from  traffic  and 
external  distractions. 

•  Tester:  if  safety  is  a  concern  the  test  should  not  be  done.  The  tester  can  guard  behind/below  the 
participant  going  up  the  stairs  or  stay  in  the  starting  platform  (Allow  participant  to  climb  a  couple 
of  steps  before  testing  to  assess  for  safety).  The  use  of  a  handrail  is  mandatory.  The  use  of 
walking  aid  is  permitted. 

•  Scoring:  timing  starts  in  the  signal  to  begin  and  terminates  when  the  participant  finishes 
ascending  the  steps  (time  is  recorded).  The  participant  can  stop  and  rest  during  the  test  if  needed 
but  the  time  keeps  on  going. 
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Tester  Script 

“You  will  ascend  the  flight  of  stairs  as  quickly  as  possible  but  in  a  safe  manner.  Start  with  both  feet 
on  the  bottom  landing.  On  begin,  go  to  the  top  of  the  stairs  as  fast  but  as  safe  as  you  can.  Always 
use  the  handrail.  Ready,  begin  ” 

The  following  information  is  provided  in  the  event  that  varying  step  number  and  dimensions  dictates 
calculation  of  power  to  make  like  comparisons. 

1.  On  9W  (main  hospital  building),  each  flight  of  stairs  has  10  steps.  The  height  of  each  step  is  17.5 
cm  and  the  depth  is  27  cm. 

2.  On  5W  (main  hospital  building)  by  the  “stepdown  unit”-  each  flight  of  stairs  has  10  steps.  The 
height  of  each  step  is  17.5  cm  and  the  depth  is  27.7  cm. 

3.  In  the  ROB,  there  are  15  steps  per  flight  and  the  height  of  each  step  is  17  cm  and  the  depth  is 
26  cm.  When  testing  in  ROB,  time  taken  to  ascend  upper  10  steps  of  flight  will  be 
recorded. 

Single  Leg  Stance  (SLS)  (baseline  and  6  weeks).  The  SLS  is  recommended  in  a  battery  of  tests  to 
quickly  assess  global  functional  level  and  its  scores  are  related  to  risk  for  falls. 

•  Participants  are  asked  to  stand  on  one  foot  for  45  seconds.  The  other  foot  is  raised  so  that  the 
raised  foot  is  near  but  not  touching  the  ankle  of  their  stance  limb. 

•  The  participant  may  use  the  arms,  bend  the  knee,  or  move  the  body  to  maintain  balance. 

•  The  tester  uses  a  stopwatch  to  measure  the  amount  of  time  the  participant  is  able  to  stand  on  one 
limb.  Time  commences  when  the  participant  raises  the  foot  off  the  floor.  Time  ends  when  the 
participant  either:  (1)  uses  the  raised  foot  (moved  it  toward  or  away  from  the  standing  limb  or 
touched  the  floor),  (2)  moves  the  weight-bearing  foot  to  maintain  his  balance  (ie,  rotated  foot  on 
the  ground),  (3)  a  maximum  of  45  seconds  elapses.  Three  trials  are  performed  in  each  side  and 
recorded. 

Tester  Script: 

Now  I  will  show  you  the  test.  (Demonstrate)  I  want  you  to  try  to  stand  on  one  foot  with  the  other 
foot  raised  near,  but  not  touching  the  ankle,  for  about  45  seconds.  You  may  use  your  arms,  bend 
your  knees,  or  move  your  body  to  maintain  your  balance,  but  try  not  to  move  your  feet.  Try  to  hold 
this  position  until  I  tell  you  to  stop.  We  will  do  it  three  times. 

Stand  next  to  the  participant  to  help  him/her  into  the  tandem  position.  Supply  just  enough  support  to 
the  participant ’s  arm  to  prevent  loss  of  balance.  When  the  participant  has  raised  his/her  foot,  ask 
“Are  you  ready?  ”  Then  let  go  and  begin  timing  as  you  say,  “Ready,  begin.  ”  Stop  the  stopwatch  and 
say  “Stop  ”  after  45  sec.  or  when  the  participant  steps  out  of  position  or  grabs  your  arm  or  steady 
surface. 

Pain  Intensity  (all  time  points)  -  At  the  end  of  each  testing  session  ask  the  participant  to  rate  the  current 
level  of  pain  (from  0  to  10)  in  the  knee  (for  those  in  total  knee  replacement  group)  or  hip  (for  those  in 
total  hip  replacement  group)  at  that  time  and  record  it. 
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PROCEDURE  AND  LOGISTICS  SECTION  (Please  refer  to  attached 
work  flow  chart) 

Weekdays:  VA  hospital  PT’s  will  complete  morning  PT  assessments  and  interventions  including  Initial 
Evaluations  for  Day  1  post-op  patients.  Assessment  data  will  be  documented  on  paper  CEX  form. 
University  of  Pittsburgh  PT’s  will  complete  PT  assessments,  EALLS-IH  form,  and  interventions  during 
afternoon  sessions.  University  of  Pittsburgh  PT’s  will  enter  all  data  from  paper  copies  into  REDCap 
including  data  collected  from  morning  and  afternoon  sessions;  data  entry  status  will  be  updated  to 
“Unverified”  once  PT  data  entry  for  event  is  complete. 

Saturday:  University  of  Pittsburgh  PT’s  will  complete  questionnaires  on  Saturday  morning  prior  to  any 
physical  therapy.  University  of  Pittsburgh  PT’s  will  perform  morning  assessments  and 
interventions.  University  of  Pittsburgh  PT’s  will  complete  PT  Initial  Evaluation  on  Saturday  for  Post-Op 
Day  1  patients  during  morning  session,  input  the  initial  evaluation  into  the  VA  CPRS  documentation 
system,  sign  completed  evaluation,  and  collect  all  research  related  data.  During  completion  of  PT  Initial 
Evaluation,  discharge  recommendations  must  be  completed.  An  email  will  be  sent  to  VA  PT  Coordinator 
for  any  Durable  Medical  Equipment  dispensed  including  wheeled  walker,  cane,  or  wheelchair.  University 
of  Pittsburgh  PT’s  will  enter  data  from  paper  copies  into  REDCap  for  data  collected  from  morning 
sessions;  data  entry  status  will  be  updated  to  “Unverified”  once  PT  data  entry  for  event  is  complete. 

VA  Rehab  Staff  will  complete  afternoon  sessions  on  Saturday  including  assessment,  CEX  forms,  and 
interventions. 

Sunday:  University  of  Pittsburgh  PT’s  will  complete  questionnaires  on  Sunday  morning  prior  to  any 
physical  therapy.  University  of  Pittsburgh  PT’s  will  perform  morning  assessments  and  interventions. 
University  of  Pittsburgh  PT’s  will  enter  data  from  paper  copies  into  REDCap;  data  entry  status  will  be 
updated  to  “Unverified”  once  PT  data  entry  for  event  is  complete.  VA  Rehab  Staff  will  complete 
afternoon  sessions  on  Sunday  including  assessment,  CEX  forms,  and  interventions. 

**Any  missing  PT  assessment  data  will  be  communicated  with  VA  Rehab  Supervisor 
on  a  daily  basis. 

**Any  Adverse  Events,  Serious  Adverse  Events,  or  Protocol  deviations  should  be  communicated  to  the 
Study  Coordinator  within  IRB  guidelines. 

Document  Management: 

Study  Coordinator  will  place  CEX  forms  and  EALLS  forms  for  each  study  participant  in  locked  file 
storage  in  PT  office  space  at  2W113.  VA  and  Pitt  PTs  will  retrieve  appropriate  forms  prior  to 
participant  assessment  /  intervention  and  /  or  REDCap  data  entry  and  return  to  file  storage  in 
2W113  once  completed.  Study  Coordinator  will  retrieve  completed  forms  daily  (weekdays)  and  archive 
elsewhere. 


PT  Related  Locations: 

Baseline  Evaluations/  6-Week  Follow-ups:  Completed  preferably  in  the  Research  Office  Building  and 
will  be  completed  by  University  of  Pittsburgh  PT’s. 

Post-  Op  Day  1:  Completed  in  Patient  Room  on  Eloors  4,5,6  in  Building  1 

Post-op  Day  2  thru  Acute  DC:  PT  gym  2"“^  Eloor  or  Patient  Room  Eloors  4,5,6  Building  1 

Discharge  Day:  PT  gym  2"“^  Eloor  or  Patient  Room  Eloors  4,5,6  Building  1 
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Day 

Location 

Task 

Responsibility 

Baseline 

Research  Building 

Determine  eligibility  & 

Research  Coordinator 

(pref)  OR 

obtain  consents 

IMP  AC  Clinic 

Perform  baseline 

Pitt  PTs 

9W  (alt) 

assessment  and  enter  data 
into  REDCap 

Day  of  Same  Day  Administer  Appropriate  Research  Coordinator 

Surgery  Surgery  Area  Surveys  Pre  &  Post 

(pre-surgery)  /  Pt.  Surgery 

_ Room  (post) _ 

Joint  Replacements  at  VA  are  usually  performed  on  Mondays  &  Fridays _ 


Post-op 

Pt.  Room  Eloors 

Administer  Pt.  Surveys 

Monday  to  Priday  -  Research 

Day  1  to 

4,5,6 

(AM,  pre  PT) 

Coordinator 

Day  n 

(Typically  5W- 

Saturday  &  Sunday  -  Pitt  PTs 

MED) 

Complete  PALLS  IH 

PM  Monday  to  Priday  -  Pitt 

Building  1 

Porm 

PTs 

AM  Saturday  &  Sunday  -  Pitt 

OR 

PTs 

Perform  VA  SOC 

Sunday  to  Priday  -  VA  PTs 

PT  Gym  Areas  on 

Evaluation  Post-op  day  1 

Saturday  -  Pitt  PTs 

2"‘^  Eloor 

Perform  PT  Acute  Study 

AM  Monday  to  Priday  -  VA 

Assessment 

PTs 

PM  Monday  to  Priday  -  Pitt 

On  2nd  Post-op  day,  add 

PTs 

Repeated  Chair  Stand 

AM  Saturday  &  Sunday  -  Pitt 

Test  to  PT  Acute  Study 

PTs 

Assessment  until  Acute 

PM  Saturday  &  Sunday  -  VA 

DC. 

Rehab  Staff /PTs 

Review  /  progress 

AM  Monday  to  Priday  -  VA 

exercises 

PTs 

PM  Monday  to  Friday  -  Pitt 

PTs _ 

AM  Saturday  &  Sunday  -  Pitt 

PTs _ 

PM  Saturday  -  VA  OT _ 

PM  Sunday  -  VA  PTs _ 


Enter  Assessment  Data  to  Pitt  PTs 

REDCap _ 


6  week 

Pollow- 

up 

Research  Building 
(pref)  OR 

IMPACT  Clinic 

9W  (alt) 

Perform  6  week  Pollow- 
up  Study  Assessment  and 
enter  data  into  REDCap 

Pitt  PTs 

**  Pitt  PTs  will  provide  back-up  for  Study  Coordinator  for  consenting  and  administering  surveys  as 
needed. 
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Appendix  A  -  VA  Hospital  Codes 


Condition  A:|  Cardiac  or  respiratory  arrest,  or  when  victim  is  unresponsive. 


CONDITION  C:|  Any  other  life  threatening  condition  where  the  victim  needs  rapid  evaluation  and/or 
treatment. 

{ Personnel  unsure  of  the  nature  or  severity  of  the  emergency  should  initiate  a  Condition  A. } 


Code  BLUE:|  Behavioral  emergencies  including  aggressive,  assaultive,  disruptive  or  violent  behavior 


CODE  ORANGE:|  Eire  Emergency 


CODE  SILVER:|  Active  threat  (person  using  a  weapon)  on  VA  property. 


Code  HELP:|  Medical  concerns  perceived  hy  the  Veteran/significant  others  as  follows:  there  is  an 
emergency  situation  and  you  are  unahle  to  get  the  attention  of  hospital  staff,  there  is  a  noticeable  medical 
change  in  the  Veteran’s  condition  and  the  health  care  team  is  not  recognizing  the  concern,  or  if  there  is  a 
situation  where  you  have  spoken  to  the  hospital  staff  and  manager  and  you  continue  to  have  serious 
concerns  regarding  how  care  is  being  provided,  managed,  or  planned. 


Code  ADAM:|  VA  Police  will  make  a  CODE  ADAM  ALERT  announcement  on  the  overhead  paging 
system  at  facility  where  child  was  reported  missing.  The  announcement  will  also  include  a  description  of 
child  and  all  other  pertinent  information  to  aide  all  medical  staff  in  the  search. 


****To  activate  any  of  these  codes,  you  will  dial  911  from  any  hardwired  telephone;  tell  the  operator  the 
condition;  then  give  the  facility,  building,  floor  and  room  number;  afterwards,  make  sure  to  listen  to  the 
overhead  message  to  ensure  the  proper  area  and  code  is  announced. 
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Appendix  B  -  Access  Information 


Access  Codes 

Location 

Code 

Stairwells  -  5“’  Floor  West 

1234* 

Rm  5W143  -  Supplies  including  oxygen  tanks 

1357* 

Rm  5W142  -  Linens 

1313* 
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VETERANS 

RESEARCH 

FOUNDATION 


of  Pittsburgh 


Date 


Dear _ , 

As  per  our  recent  discussion,  you  are  being  invited  to  take  part  in  a  research  study  that  has  been  funded 
by  the  Department  of  Defense  because  you  are  scheduled  to  have  either  a  Total  Hip  Replacement  (THA) 
or  a  Total  Knee  Replacement  (TKA).  Before  you  decide  to  take  part,  it  is  important  that  you  know  why 
the  research  is  being  done  and  what  it  will  involve.  Enclosed  is  the  Informed  Consent  Form  for  the  4- 
Drug  Nerve  Block  versus  Plain  Local  Anesthetic  for  Knee  and  Hip  Arthroplasty  Analgesia  in  Veterans 
(Nerve  Block  Study).  Please  review  the  Consent  completely,  review  it  with  your  family/friends  if  you 
wish  and  note  any  questions  that  you  may  have. 

On _ ,  either  I,  or  another  member  of  the  study  team,  will  call  you  to  ask  if 

you  are  interested  in  participating  in  the  study  and  answer  any  questions  you  may  have.  Feel  free  to  ask 
us  about  anything  that  is  unclear  to  you  or  if  you  would  like  more  detail.  Should  you  decide  to 
participate,  also  during  this  call,  we  will  set  up  an  appointment  for  you  to  come  to  the  VA  Pittsburgh- 
University  Drive  location  to  sign  consent  and  complete  the  Screening  and  Baseline  Study  Visits. 

Thank  you  for  taking  the  time  to  talk  with  me. 

Best  regards. 


Staff  Member  Name 
Staff  Member  Telephone  # 


PROCESS  FLOWCHART:  FROM  PRESCREENING  TO  OBTAINING  INFORMED  CONSENT 
(Screening/Baseline  Visit) 


PROCESS  FLOWCHART:  FROM  CONSENTED  TO  ENROLLED  (Screening/Baseline  Visit) 


CLASSIFY  AS 
ENROLLED 


-H, 


PARTICIPANT  HAS 
CONSENTED 


, - u 

Screening/Basellne 
Visit  begins  after 
participant 
consented 


PROCESS  FLOWCHART:  FROM  ENROLLED  (Screening/Baseline  Visit)  TO  RANDOMIZATION 
ENVELOPE  HANDOFF  (One  Business  Day  Prior  to  DOS) 


Occurs  On  Date  of 
Baseline/Screening 
Visit 


Occurs  On  One 
Business  Day  Prior  to 
Day  of  Surgery  Visit 
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PROCESS  FLOWCHART:  FROM  RANDOMIZATION  ENVELOPE  HANDOFF  (One 
business  day  prior  to  DOS)  TO  ANESTHESIA  PREPARATION  (DOS) 
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ENTERING  RESEARCH  NOTES  INTO  CPRS 


Version  2  -  10/19/16 


WHO  /  WHAT  /  WHERE  /  WHEN 

Each  patient  “Visit”  requires  the  eompletion  of  a  researeh  note  in  CPRS.  Following 
is  a  brief  deseription  of  the  who’s,  what’s  and  where’s  of  these  notes. 

SCREENING  VISIT: 

>  Researeh  Initial  Consent  Note  (Clinie:  PIT-UE-SURGRESEARCH-BW-X) 

>  Researeh  Study  Alert  (Clinie:  PIT-UE-SURGRESEARCH-BW-X) 

BASELINE  VISIT: 

>  Researeh  Note  -  Questionnaires  (Clinie:  PIT-UE-SURGRESEARCH-BW-X) 

>  Researeh  Note  -  PT  (Clinie:  PIT-UE-PTRESEARCH-VK-X) 

ALL  OTHER  STUDY  VISITS: 

>  Researeh  Note  -  Questionnaires  (Clinie:  PIT-UE-SURGRESEARCH-BW-X) 

>  Phvsieal  Therapy  Consult-  Researeh:  (Clinie:  PIT-UE-PTRESEARCH-VK-X) 

>  Physieal  Therapy  -  Researeh:  (Clinie:  PIT-UE-PTRESEARCH-VK-X) 

If  the  Sereening  and  Baseline  Visits  are  performed  on  the  same  day,  a  Researeh 
Initial  Consent  Note,  Researeh  Study  Alert  and  Researeh  Note  must  all  be 
eompleted. 
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HOW 

1 .  Sign  into  CPRS 

2.  Select  patient  by  entering  initial  and  last  4  digits  of  the  SSN  (M****)  or  the  patient’s 
name  (Last  Name  First  eg.:  ZZMouse, Minnie  -  NO  SPACES) 

a.  If  more  than  one  patient  has  the  same  initial  and  last  4,  double-click  on  the 
correct  patient 

3.  Across  the  top  of  the  Cover  Sheet  page,  click  on  “Visit  Not  Selected  -  Current 
Provider  Not  Selected” 
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4.  Provider  &  Location  for  Current  Activities  Box  will  open 

5.  In  the  Encounter  Provider  section,  enter  your  name 


3  VistACPRSinujeby;6ilbert,l(arenL  (vifla.pittsbufgh,rnecl,va,g»^ 
File  Edit  Vie*  Tw^  Help 


i 

ZZMOUSE, MINNIE  (OUTPATIENT) 

Viiil  NdI  Selected  NoPACT  asipdilan)iVAIotaim/ 

FU 

VistaWeb 

i 

000-00-31S1  Jan01,1310(1061 

Curd  Provider  Not  Selected 

FiemoteDe' 

Active  Pioblems 


Alemies/Advetse  Reactions 


Dementia  Nos  (ICD'EICM  234.3) 


Copd(ICD-S-CM43S.] 

Right  Mass  Chest  1ICD-9-CM  738.3) 
Hipeftension,  Essential  p-9-C3*l  401.3) 
Capal  T  iinrel  Simdiofne  pCO-3-CM  354,0) 


Cheddar  Cheese 
Cat  Dander 
Waifarin 
Vanccffiycn 
Peanuts 

Nonsteroidal  Anti'lrlarrimatory 


Sulfa  Drugs 

MetoproldlLopessor] 

Morphine 


FuiosemidelLasiHl 


Active  Medications 

Oirical  Reminders 

Due  Date 

Non-VaZaprinBODngTab 

Active 

AdvDir/P^(BHNurse/Piovicter) 

DUENCrW 

Non-Va  MaprotilbeHclSOmgTab 

Active 

Alcohol  Screen  [Nurse/Providerl 

Sep  15,15 

Non-VaAlDOH 

Active 

Tobacco  Use  Screen  (Nuise/Piovider) 

Ha(  30,18 

Non-Va  Multivitamin  Cap/Tab 

Active 

Depression  Screen  (Nurse/Prcwder) 

DOE  NOW 

Non-Va  OmeptazoleZOrngEcCap 

Active 

Educaticn/CommurncaticnINuse) 

Jul30,14 

Non-Va  BdbdonnaAy,13^hencbaiblGmg/5ml 

Evaluation  oft  Depression  Screen 

DUE  NEW 

Non-Va  Hava  Cap/Tab 

Active 

Hep  C  Risk  Screen  INurse/Prov) 

DOE  NOW 

Non-Va  Bdladonna  Aik  0,13/Phencbarb  16mg/5ml 

MedRecondlbtionlPrcvideil 

Jul  00,15 
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POST  OP  DAY  2  -  MORNING  20ESTI0NHAIRE  VISIT 


Kiiuiie  House  vas  seen  coday  fot  the  Pose  Op  Day  2  Morning 
for  The  Nerve  Blook  Study. 


Wi[iams,CarlisaN- Nursing  Assistant 
Wiiams,DarleneP- Nursing  Assistant 
WiWavidE-Hedth  Case  Tech 

Patient  coipleted  the  following  queationnaires  independent]  Williams, DedmD-NursingAssistant 

WjliamsJdmP- Physician 
WiliamsJosephGregwy- Resident 
Wiiaffis.Laueen  -  Licensed  Practical  Nurse 
Wiiamsjauten  -  Physical  Therapist  [(loatl 


Please  Select  the  Primary  Provider  lor  this  Encounter. 


Cancel 


WiliamsAnilaG-NusePradltwier 
WJliaffisAutumn  D  •  Prosthetic  Representative 
WiiamsAyanna  Lee -Regisleied  Nurse 


SIKPQ2 

STB 

QoR15 

ORSDS 


During  our  visit,  we  reviewed  the  following: 

Conconitant  Hedications:  Verified  via  chart  review 
j  Adverse  Events;  None  reported  by  patient 

Potential  Study  Endpoints:  None  reported  by  patient 
,  Serious  Adverse  Events:  None  reported  by  patient 

I  Patient  is  pleased  with  her  care  and  is  anxious  to  go  hone.  Is  confident  that 
her  hard  work  with  the  PT  staff  will  pay  off  and  is  looking  forward  to  returning 
CO  her  busy  lifestyle. 

The  patient  was  reziinded  to  contact  the  Study  Coordinator,  Karen  Gilbert, or  Dr. 
Hilliaiis  ahould  s/he  have  any  questions,  concerns  or  needs  additional 
infontation. 


Steps  17,  18  and  19 
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20.  Missing  Encounter  Information  Box  will  open 

2 1 .  Cliek  Yes  or  Enter 
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Pain  Inpatient 
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'  Templates 


Missing  Encounter  Information 


This  note  title  is  marked  to  prompt  for  the  following  missing 
.  encounter  information; 

A  diagnosis. 

A  visit  type  or  procedure. 

Would  you  like  to  enter  encounter  information  now? 


LOCAL  IITLi:  R2SEARCH  NOTE 
STAMAD  TITLE:  RESEARCH  NOTE 
DATE  OF  NOTE:  AUG  2S,  2016810:15  ENTRY  DATE 
AUTHOR:  GILBERT,™  I  EXP  COSIGNER 
URGENCY;  STATUS 

POST  OP  DAY  2  -  MORNING  QUESTIONNAIRE  VTSH 


Minnie  Mouse  was  seen  today  foe  the  Post  Op  Day  2  Mr 
for  The  Nerve  Block  Study. 

Patient  ocipleted  the  following  questionnaires  indej 

SfMP22 
SF8 
QoRlS 
ORSDS 


During  our  visit,  ve  reviewed  the  following: 

Concomitant  Medications:  Verified  via  chart  review 
Adverse  Events:  None  reported  hy  patient 
Potential  Study  Eni^ints:  None  reported  by  patient 
Serious  Adverse  Events;  None  reported  by  patient 

Patient  is  pleased  with  her  care  and  is  anxious  to  go  hone.  Is  confident  that 
her  hard  work  with  the  PT  staff  will  pay  off  and  is  looking  forward  to  returning 
to  her  busy  lifestyle. 

The  patient  was  reminded  to  contact  the  Study  Coordinator,  Karen  Gilbert, or  Dr. 
Nilliams  should  s/he  have  any  questions,  concerns  or  needs  additional 
information. 


Steps  20  and  21 


Encounlei 


NewNole 
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22. Encounter  Form  for  PIT-UE-SURGRESEARCH-BW-X  or  PIT-UE-PTRESEARCH-VK- 

X  will  open. 

a.  If  you  are  entering  a  note  on  PIT-UE-SURGRESEARCH-BW-X  on  a(n) 

1 .  New  patient  (RESEARCH  STUDY  ALERT  -  WARNING,  RESEARCH 
INITIAL/ CONSENT  NOTE,  first  RESEARCH  NOTE  only),  select  New  Patient 
(Type  of  Visit)  and  click  on  Problem  Focus  (Section  Name).  Do  NOT  choose  a 
Modifier. 

2.  Established  patient  (any  other  RESEARCH  NOTE,  PHYSICAL  THERAPY 
CONSULT  -  RESEARCH  or  PHYSICAL  THERAPY  -  RESEARCH  notes),  seleet 
Established  Patient  (Type  of  Visit)  and  cliek  on  Brief  [RN  Only]  (Section 
Name).  Do  NOT  ehoose  a  Modifier. 

b.  If  you  are  entering  a  note  on  PIT-UE-PTRESEARCH-VK-X,  you  will  not  need  to 
complete  the  Visit  Type  tab. 

c.  If  there  are  any  boxes  that  are  NOT  grayed  out  in  the  Visit  Related  To  section, 
select  No. 
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23. Select  the  Diagnosis  Tab 
24.  Select  Other  Diagnosis 
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URGENCY; 

POST  OP  DAY  2  -  MORNING  QUSSIIONHAIR 
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STB 
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Adverse  Events;  None  reporte 
Potential  Study  Endpoints;  N 
Serious  Adverse  Events;  None 
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Step  24 


SebctAI 


■Picttemlist 


Ptimaiy 


Remove 


Cancel 


Patient  is  pleased  with  her  care  and  is  anxious  to  go  home.  Is  confident  that 
her  hard  work  with  the  PT  staff  will  pay  off  and  is  looking  fomrd  to  returning 
to  her  busy  lifestyle. 

The  patient  was  reminded  to  contact  the  Study  Coordinator,  Karen  Gilbert, or  Dr. 
Villians  should  s/he  have  any  questions,  concerns  or  needs  additional 
information. 
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25.  Enter  “Research”  in  the  Search  for  Diagnosis  Box 

26.  Click  Search  or  Enter 

27.  Click  on  Encounter  for  Examination  for  Normal  Comparison  and  Control  in  Clinical 
Research  Program 

28.  Click  OK  or  Enter 
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b 


Diabetic  Retinopathy  Suiveillance  Co 
Discharge  Summary -Htpc 
Discharge/Transler-Nuising 
Elc(ieni«it  Risk 'Warning 
Emergency  Department  Acute  Nuse 
FluGinic 

Gastroenterology  Advanced  Practice 
General  Note 

General  Surgery  Nurse  Practiticner/PI 
Group  Session 

Gynecolcgy  Nurse  Practkwier/Physic 
History  l(  Physical  Enaminaticn 
Ht  Monthly  Monitor  Note 
Imed-Education 
Individual  Therapy 
Inlormed  Consent 
InteidiscipSnaiy  Team  Note 
Medical  Student  Note 
Mental  HealthTieatment  Plan 
NusingNote 

Nusing  Flan  01  Care  Review  Membe 
OccupaW  Therapy 
PanAssessmerkIrpatient 
Pah  Inpatient 
Pharmacy 


r  Date  Tie 

lAugiaiE  VACCINEMIN  TEST  DOCUMENTATION 
lAugiaiE  VACCINEMIN  TEST  DOCUMENTATION 
lAugiaiE  Adverse  React/Allergy 
lAugiaiE  Adverse  React/Allergy 
|Aug01,lE  RESEARCHNOTE 
|Jul26.1E  RESEARCHNOTE 


Subject 


Author 

ShearnPamelaL 
Shearn,PamelaL 
ShearnPamelaL 
ShearnPamelaL 
Giberl,karen  L 
Gilbert,Karen  L 


iApr22,1G  SKIN  ASSESSMENT 
|Apr22,1G  NUREINGNOTE 
lApriaiG  NURSINGNOTE 
I  Ma  18,16  PAIN  INPATIENT 
iMaiaiG  SKINASSESSMENT 
9Mal7,lE  Addendum  to  PULMONAR 
iMal7,16  PULMONARY NEBULI2EI 
iMaOllE  ADMISSIONASSESSMEN 


LOCAL  TITLE ;  RESEARCH  KOTS 
STANDARD  TITIE;  RESEARCH  NOTE 
DATE  OF  NOTE:  ADG  2S,  201£glO:lS 
AUTHOR:  GILBERT, KAREN  L 
DRI2HCY: 

POST  OP  DAY  2  ■  MORNING  gUESTIONH 

Minnie  House  ves  seen  codey  for  t. 
for  The  Nerve  Block  Study. 

Patient  coipleted  the  following  q 

SFMPC2 
SFB 
QoRlS 
ORSDS 

During  our  visit,  ve  reviewed  the 

Concomitant  Medications: 
Adverse  Events:  None  repo 
Potential  Study  Endpoints 
Serious  Adverse  Events:  Nilins 


- 

EeI  SEncourtsFiimitaPII-yE-SyRGRESFAICH.BAV-X  (Am  25  mtOKUJt 

a  0  r  2 

^  Lookup  Diagnosis 

Seardi  for  Diagnosis: 

_ 

research 

ytL 

Select  from  one  of  the  fofcyvhg  itCTs: 

Term 

Ao 

Location 

NONCOUNT-X 

NONCOUNTX 

“NoLotalm" 

"NoLocatb" 

HI-OE-SURGBESEABIMW-X 

RI-OE-SUBGBESEARCBM 

HI-yEfIBESEABCH«-X 

HI-OE-SUBGBESEARCBM 

NONCOOBIX 

NONCoym-x 

N0NC0y»IX 


Steps  25,  26  and  27 


Encounter  lor  Ei^amhation  fa  Normd  Comparison  and  Control  n  Qinical  Research  Program 


Description:  Encounter  for  Enamin^ion  for  Normal  Conparison  and  Control  in  CFnical  Research  Program 
iCD-lO-CM:  200.6 


Caned 


1  matoties  found  by  ICD-lO-CM  Diagnoses  Search. 


NCNCCUNT'X 


Patient  is  pleased  with  her  care  and  is  anxious  to  go  hone.  Is  confident  that 
I  her  hard  work  with  the  PI  staff  will  pay  off  and  is  looking  forward  to  returning 
!  to  her  busy  lifestyle. 

I  The  patient  was  reminded  to  contact  the  Study  Coordinator,  Karen  Gilbert, or  Dr. 
i  Hilliams  should  s/he  have  any  questions,  concerns  or  needs  additional 
;  information. 


Encounter 


New  Note 
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29. Select  Procedures  Tab 
30. Select  Other  Procedures 


21  VistACPflSinusebyiGilbeftKarenL  (vi5ta.pittsbuf9h,med.v8,gov) 
File  Edit  View  Action  Options  Tools  Help 


1 

ZZMOUSE,HINNIE  fOUTPATIENTj 

UESURBWAug23.160/;51 

No  PACT  assigned  atariyVAbcation/ 

VidaWeb 

I 

Postings 

1 

000-00-3131  Jan01,1910f10G) 

Provider:  GILBERT, ItAREN  L 

Rem  -eD: 
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Last  250  Sgned  Notes  (Total  284] 


FIESEARCH  NOTE ,  PIT-UE-SURGRESEARCH  W  Gibeto  L 


i  ^  New  Note  ir  Piogiess 

|Ai92S,1£  research  note, r 

*  Signed  notes  by  date  range 
Education  Record 
Adniristiative  Inloirnation 
AdmssknAssessfiient'Nushg 
Advance  Directive 


Audiology 

Dehavioial  Health  Lab  Foibw-Up  (tele 
Cal  Center  Support  Note 
Cardiology  PieProcedureAssessrneni 
Clinical  Nurse  Spedalisl 
Cormuni^  Health  Nursing 
Critical  Care  MedidneFelow  Note 
Cytology  Fik  Needle  Aspiration  Cons ' 
Detiieting-Restrdnt 
Dental 

Dermatology  Procedure 


[  DiabebcRetnopathySurveilarceCo' 
[  Discharge  Summary -Hbpc 
[  Discharge/Transler-Nursing 
[  EmeigencyDepartmenlAculeNuse 
Flu  Ctric 


1  General  Note 

[  General  Surgery  Nurse  Practitioner/Pli 
[  Group  Sessbn 

[  Gyrecolccji  Nurse  Practiticner/Phyd(_ 
[  History  L  Physical  Examinatior 
[  Ht  Monthly  Monitcr  Note 
[  Imed^duc3tbn 
[  Irdvidial  Therapy 
[  Informed  Consent 
[  InterdisciplinaryTeamNote 
[  Medical  Student  Note 
[  MentalHealthTreatmentPlan 
[  Nursing  Note 

[  Nwsing  Plan  Of  Care  Review  Membe 
[  Occupational  Therapy 


I  Pain  Inpatient 
[  Pharmacy 

[  PlanOfCarelnitialTeamNote 
[  Prevention  Note  fmen] 
Prevention  Note 


Encounter 


New  Note 


r  Date  Title 

|Aug2E,lS  ADMISSION ASSESSHENI- NUBSING 
|Aug2S,1S  SUN  ASSESSMENT 
|Aiig2S,lS  AdveijeReact/Aleigy 
|Aiig2S,lS  Adverse React/Alergy 
|Aag25JE  RESEARCH  NOTE 
I  Aug  IS, IS  VACCINE/SKIN  TEST  DOCUHENIAIION 
lAuglS.TS  VACCINE/SMNTESTDOCUl 
|Augl3,lS  Adverse  React/Alergy 
lAuglS.lS  Adverse  React/Alergy 
I  Aug  01,16  RESEARCH  NOTE 
|JJ2S,16  RESEARCHNOTE 
|JJ2S,16  RESEARCH  STUDY  ALERT 
|Jii28,16  RESEARCH  INITIAL/CONSEt 
|Apr22,16  SKIN  ASSESSMENT 
|Apr2Z1£  NCRSINGNOTE 


^Encounter  Form  for  W 


EAUCH-BW-X  (Ao929,2016WH1) 


I  Visit  Tp  I  Diagnoses  I  Piocedires  Vials  |bmunizations|  Skin  Tests  |PalienlEd|HeUlliFaclors|Esarr^ 


Procedure  Section 


BIOPSY/OEBBIDEMENT 


Modfiers 


mi  TITLE:  JESEMCH  NOTE 
STJNDJM  IIILS:  SESSARCH  NOTE 
DATE  OF  NOTE;  AUG  23,  2016107:51 
AUTHOR:  GILBERT, KAREN  L 
URGENCY: 


PARING/CUTTING  ' 
liD/ASFlFWTION 
DESTRUCT-BENIGN/PR 
EXaSE  BENIGN-SCALP, 
EXCISE  BENIGNfACE/E 
EXCISION  BENIGN  P 
EXCISE  HAUG-FACE/EA^ 
EXCISE  HALIG-SCALP/N 
EXCISION  MALIGfTRUN 
REPAIR,SIMF1i-SCALP, 
REPAIR, SIMPLEfACE/E 
REPAIR-SIMPLE  WOUNI 
REFAIRJNTERMED-SC4' 
REPAIRJNTERMED-FAC . 


DB)(ilreast,reede,w/o Paging  ISHI 


D8)(,Skin/Sub,1slto  IIIOD 
D8)(,Skin/Sub,EaAddlesbn  IIH 
D  Oebrid  Genilal/Perineuni/Mus/Fascia 
DDet(idinfeclskinlOAfo[le$$  llOiji 
DOebridinlectsknEaAddllO^  1101 
DOet9ide$kin/SQ,205qcmor<  110- 
DDebitideskin/SQ,eaaddl  20$qcm 
DDebtidelcrnu$cle,20sqcmcr<  110- 
D  Debtide  to  rriuscle,ea  addi  20sq  cm 


I  ^  n 


Aulta 

Location 

SheamPamda  L 

NONCOUNTX 

StiearnPamela  L 

NONCOUNTX 

Stieam, Pamela  L 

”NcLocatbn” 

Sheam,Pamda  L 

” No  Location” 

GibertXatenL 

PIT-UE-SURGRESEARCH-BWX 

SheatnPamela  L 

NONCOUNTX 

NONCOUNTX 

”  No  Location” 

” No  Location” 

PIT-UE-SURGRESEARCH-BW-X 

PIT-UE-SURGRESEARCH-BW-X 

PIT-UE-PTRESEARCH-VK-X 

PIT-UE-SURGRESEARCH-BW-X 

NONCOUNTX 

NONCOUNT-X 
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ENTERING  RESEARCH  NOTES  INTO  CPRS 


Version  2  -  10/19/16 


3 1 .  Enter  Trial  in  the  Seareh  for  Proeedure  Box 

32.  Click  Search  or  Enter 

33.  Click  on  Services  Provided  as  part  of  a  Phase  111  Clinical  Trial  (non-Medicare 
Temporary  National  Code) 

34.  Click  OK  or  Enter 


21  VistACPR5inu«by;Gill)ert,KafenL  [vista, Pittsburgh, med.v3, gov) 
Fie  Edit  View  Action  Options  Tods  Help 


yz 


i 

ZZMOUSE,MINNIE  (OUTPATIENT) 

UESURBW  Aug  25,181(1:13 

NoPACT  assigned  at  any  VAbcatimi/ 

Flat] 

VislaWeb 

i 

Posdngs 

r 

OODOC-SISI  Jan01,1310D06) 

Ptoviler  GILEERT,FAREN  L 

WAD 

RESEARCH  MOTE .  RT-yE-SURGRESEARCHM,  GWaer  L  (Aug  25,1E0t15l 


|Aig25JS  RESEARCH  MOTE,  Rr 
HewNoteinPiogiess 
|Aiig25JERESEAR[:HfJ0TEJ 


EduMliorRecoiij 
A(jmini$tialiyeinfc»rfiatiMi 
Admission  Assejsinetit'Nuising 
AdvanMDieclive 


*1  r  Date  Title 

Subcl 

Auto 

Location 

|A«giaiE  VACONE/SmiESIDOCyKENIAllON 

SheamPame^L 

HONCOyNIii 

|A»sWS  VACONE/SmiESIDOCOKENIATION 

SheamPamelaL 

HONCOyHI-X 

|AuglS,lS  Adverse React/zNIerj 

SheamPamelaL 

"No  Location” 

|AuglS,15  Adverse React/AllecN 

SheamPamelaL 

"No  Location'’ 

lAijOlJE  RESEABCHNOIE 

Glbert,KatenL 

PIT-UE-SURGREEEARCHM 

IJJESJE  RESEABCHNOIE 

Glbert,l\atenL 

PIT-UE-SURGREEEARCHM 

IJjaiE  RESEARCH SIODY ALERT -r""" - 

BFSFARIHIHIIIAI/niHAFli  flEnmnle:  Form  for  PIT-HE-Ey»6RESEA»(H-BW-A  IAm;5.201E9M 

°  l"a  :s : 

Autfciogy 
fiehavioialHoaihLabFob'Up|!( 
Call  Ceriei  Supped  Note 


Clinical  NuiseSpeciabl 
Communlly  Health  Hufsing 
CiiticalCaieliedlcineFeibHote 
Cytology  Fine  Needle  AspiiatiorCci 
Debileirg' Restraint 
Dental 


Dematology 
Diabetic  RednopathySiiveilanMC 
DischaigeSwnmaipHbpc 
Discharge/Tiansfei-Hiisiig 
Elcpement  Risk-Warning 
EmeigercyDepaitmentAaiteNuis 
Mkit 


GeneialSufgeiyHuisePiactilionei/ 


GynecologyHuisePiacSionei/Pbji; 
HistoiykRhysicalEiiafliiration 
Ht  Monthly  Morioi  Note 
Imed-Educatioi 
Individual  Therapy 
Inloimed  Consent 
InteidRcIpllnaiyTeaniNote 
Medical  Student  Note 
MentdHealthTieatiiientPlaii 
Nursing  Note 


Lookup  Procedure 
Seardi  for  Procedure: 


Seled  from  one  ofthefblowng  Items: 

Tern 


Search 


Steps  31,  32  and  33 


Ginded  piocedurelcr  kimbai  stenosis,  peiculaneous  rrage-giided  lumbai  decompiession  [plld]  oi  placebo-oonliol  peilcrmed  In  an  approved  coveiage  ivilh  evidence  developmeni  |ced]  clinical  trial 
Docuirenlalion  ol  medkal  leasonjsj  lor  not  ordering  a  liisl  oi  second  geneiaticn  cepbalospoiin  loi  anlrriciobial  prcphylams  (eg,  patlenls  enisled  in  cErical  dials,  padents  with  documented  iriection  prior  to  scll^^oceduie  ot  inte 
Documentation  ol  reasons  In  padeni  iniliailing  maintenance  hemodialysis  ivith  a  catheter  as  the  mode  ci  vascul^  access  [eg,  patient  has  a  maturing  avf/avg,  Irme-lmited  dial  ol  hemodialysis,  palients  undeigorg Native  dialysis,  othe 
Dooumenladon  ol  system  reason(s)  loi  oideiing  an  advanced  brain  Imaging  study  |i.e.,  needed  as  part  oi  a  cLrical  trial;  other  clinician  ndeied  the  study) 

Ir^cticn,  Bacicien  50  meg  lor  Intiathecal  Tiial 

Lodging  costs  (e.g,  hotel  diaiges]  foi  dirvoai  trial  paiticpant  and  one  caiegivei/cmpanicn 

Medslor  Clrical  Iiid  Paiticpt  and  cne  Categivei/Ccrrpanicn  [ncn-Medcaie  Terpcraiy  National  Code] 

Noncoveied  Pioceduie(s)  using  Eithw  no  Anesihesia  or  LcoalAnesthesia  orJy,  in  A  Medicaie  Oualiyhg  Cfrical  Trial,  pei  Day 
Noncovered  Surgical  Pioceduie[s)  using  Conscious  Sedaden,  Rep^,  General  ci  Spinal  Anesthesia  in  A  Medicaie  Oual^iig  Cfrical  Trial,  pei  Day 

Oncology;  Practice  Guideliies;  Management  Dileis  Irom  Giideliies  as  A  Result  oi  Palb  Errdmenl  in  an  Institudonal  Revb  Board  Ancroved  CInical  Trial  (fer  use  n  A  Medcare-Approved  Demonsdatioi  Project] 

Percutaneous/epen  Irrbnl  oi  Neurostrriulalor  E^ctrode  Arraylsj,  Subg  (Periphetal  Subq  Field  StirulalicnL  rcludes  Imagng  Guidance,  when  Petioimed,  CervicaL  Thoracic  ct  Lumbar;  lor  ^ 

Services  Provided  as  part  ol  A  Phase  I  CInicai  T rial 


Transpnlation  costs  to  and  Irom  dial  location  and  local  dansporlaticn  costs  [e.g.,  laies  lot  laucabi^  bus]  lot  cfrical  dial  participant  and  ctie  cate^ver/companion 


Descriptiem;  Services  Ptcviited  as  part  cf  A  Phase  III  Cfrical  Trial  [non-Medicare  Tempciaiy  Natrona!  Ccite] 

1  OK 

15  maddres  found, 

- beiiBus  MVBHe  iveni3!  Hsnei - 1  ■  ,  i - ' 

Patient  is  pleased  with  her  care  and  is  anxious  to  go  hose.  Is  oonfident  that 
her  bard  vorlc  uith  the  PI  staff  will  pay  off  and  is  looking  forvard  to  returning 
NursingPlanOiCareReviewMerrte  to  her  busy  lifestyle. 

OcoipaticBial  Therapy 

Pain  Assessment  Inpadent  patient  ues  reminded  to  contact  the  Study  Coordinator,  Karen  Gilbert, ot  Dr. 

PainlrpaSenl 
Pharmacy 


Hillians  should  s/he  have  any  questions,  concerns  or  needs  edditionel 
information. 


» 


I  Tempiates 


Encounter 


New  Note 
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ENTERING  RESEARCH  NOTES  INTO  CPRS 
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35. Once  these  three  areas  (Visit  Type/ Diagnosis/ Procedures)  are  eomplete,  cliek  OK  or 
Enter 

36.  Sign  Note  box  will  open 

37.  Enter  your  Signature  Code 

38.  Cliek  OK  or  Enter 


2l  Vi5tACPRSinL55by;6ilbeit,KjrenL  (vistj, Pittsburgh, nied,va.9Cfv) 
Filt  Hi  Viw  Action  Optiors  Took  Help 


'  §\^ 


1 

ZZMOUSE.MIHNIE  (OUTPATIENT) 

yE5URBWAug25,1G1D:13 

No  PACT  assigned  al  any  VAIocatior/ 

l-ldq 

VistaWeb 

I 

Postings 

1 

000®S191  Jin01,1810|10S| 

Piovlda:  GILBERT,™  L 

WAD 

Last  250  Signed  Holes  [Told:  278) 


RESEARCH  NOTE, PIT-yE'SURGRESEARCHM.GtcitMerL  (Aug  25, 16010:15) 


|Ai525,1S  RESEARCHN0TE,f1T' 
I  ^  NewHcteinPiogiess 

|At525,16  RESEARCHNOIEJ 
I  ^  Signed  nctesbj  dale  latige 
EducalicriRecoid 
Adrraristiativeinfcirriation 
AdrrissicnAssessment-Huising 
Advance  Directive 
Adverse  Reacl/Alleic^i 
Anesthesia  Altend^g 
Audiology 

Behavioral  Heath  Lab  FMp  (tele 
Cal  Center  Support  Note 
Caidiclogy  Pie-Procedue  Assessmen 
QinicdHuise  Specialist  i 
Cormurty  Health  Nuisrg 
Dltical  Care  Medicine  Felow  Hole 
Cyli%FiieHeedleA$piralicii  Cons, 
Debnelrg-Resltainl 
Denial 

Dermatology  Proceduie 


Diabetic  Retinopathy  SurvellanceCo' 
Discharge  Summary -Hbpc 
Discharge/Tianslei- Horsing 
Elcf^ment  Risk 'Warning 


Fki  Clinic 


General  Hole 

General  Surgery  Nurse  Practilioner/PI 
Groip  Session 

Gynecology  HusePractllicrier/'Physir 
History  i  Physical  Ewrrinahon 
HtMonWy  Monitor  Hole 
Imed-Educalicn 
Individual  Therapy 
Informed  Consent 
InterdisciplinaryTeamNcte 
Medcal  Student  Note 
Mental  Heallhlreatment  Plan 
Nursing  Hole 

Nurstng  Plan  Of  Cate  Review  Membe 


Pain  Assessment  Inpiatlert 
Pah  Inpatient 
Pharmacy 


'  Temp^Ses 


Encounter 


New  Note 


r  Date 

T)le 

Subjed 

Authoi 

LKadai 

lAujISJt  VraNE/SmiESIDOCONENIAIKlN 

SheaaPanelaL 

NONCOONTX 

lAuISJE 

VACCINE/SONTESTDOCyMENIAIION 

Shean, Pamela  L 

NONCOONT'X 

lAuISJB 

AdvaseReact/Alagy 

SheaaPamelaL 

“NoLocador'' 

lAuglSJE 

AdvaseReact/Alagy 

Shean, Pamela  L 

"NoLocatloii" 

lAisOlJE 

RESEARCH  NOTE 

GibedTIaierL 

PIHIE'SORSRESEARCH'BW'X 

IJMJB 

RESEARCH  NOTE 

GtotkaierL 

PlITIE'SyRGBESEARCH'BW'X 

iJdESJE 

RESEARCH  SiyOYALERI 'WARNING 

GWaierL 

RIHIE'PTRESEARCH'VB 

|JdE8,16 

RESEARCH  IN  WCONSEHI  NOTE 

GJbefiXaierL 

RIHIE'SyRGRESEARCH'BW'X 

lAnait 

Sm  ASSESSMENT 

sb 

WinteisJDavIdJ 

NONCOONT'X 

lApiEyt 

NORSINGNOTE 

testing 

WinleisJIavIdJ 

HONCOONT-X 

lAnWS 

NORSINGNOTE 

Shean,PamelaL 

NONCOONT-X 

ItoiaiB 

PAIN  INPATIENT 

PficeAmbei  Jewel 

NONCOONT-X 

1  Hal!, IB 

SKIN  ASSESSMENT 

PficeAmbei  Jewel 

NONCOONT'X 

BHai;,lE 

UsAm  Io  POLMONARY  NEBOLEER  TRAINING  CONSyil 

ShImekJIMefly  M 

NONCOONTX 

|Hj1/,1E 

PyiMONARYNEByilZER  TRAINING  CONSyil 

Shlmek,Uei|yM 

NONCOONT'X 

iHaOlJE 

ADMISSION  ASSESSMENT 'NyPSING 

Shean,ParaelaL 

NONCOONT'X 

LOCAL  TITLE:  XISEAJCH  SOTt 
SIAKDARD  IITIi:  XiSEARCH  KOTi 
DATE  OF  HOTS:  iUG  JS,  201S«1C:15  ENTSY  DATE 
AUTHOR:  GILBERT, KAREN  L  EXP  COSIGNER 
URGENCY:  STATUS 

POST  OP  DAY  2  -  HORNING  gUESTIONNAIRE  VISIT 


Minnie  House  vee  seen  today  foi  the  Post  Op  Day  2  Ho: 
for  The  Nerve  SlocA  Study. 


Patient  coipleted  the  following  questionnaires  indepi. 


Steps  36,  37  and  38 


SFKPgi 

STB 

QoRlS 


During  our  visit,  we  reviewed  the  following: 

Concomitant  Hedications:  Verified  via  chart  review 
Adverse  Events:  None  reported  by  patient 
Potential  Study  Endpoints:  None  reported  by  patient 
Serious  Adverse  Events:  None  reported  by  patient 

Patient  is  pleased  with  her  care  and  is  anxious  to  go  home.  Is  confident  that 
her  hard  work  with  the  PT  staff  will  pay  off  and  ia  looking  forward  to  returning 
to  her  busy  lifestyle. 

The  patient  waa  raminded  to  contact  the  Study  Coordinator,  Karen  Gilbert, or  Dr. 
Hillians  should  s/he  have  any  questions,  concerns  or  needs  additional 

■lESTABLISHEDPATIENTBiieflRHOnlyl 
I  Oiagroces: 

-  Ercoifiloi  b  Examlnalloh  lot  Noimal  Compaiiscsi  aid  Contid  h  Qnlcd  Reseaoh  Piogiam  (ICD-IO-CM  Z0Q.6]  (Piimayj 


Seivices  Picvided  as  pat  d  A  fke  III  Cllnicd  Tilal  [twi-Meifcaie  Tempciay  Haticnd  Code] 
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39.  Note  will  be  eleetronieally  signed  by  you 

40.  All  notes  are  to  be  eosigned  by  Dr.  Williams.  (PHYSICAL  THERAPY  CONSULT  - 
RESEARCH  and  PHYSICAL  THERAPY  -  RESEARCH  have  “Expeeted  Cosigner” 
imbedded.  Skip  to  Step  46) 

4 1 .  Right  eliek  on  your  note . 

42.Seleet  Identify  Additional  Signers 
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43. In  the  Select  or  Enter  Additional  Signers  box,  enter  Williams, Brian  A 

44.  Click  Add  or  Enter 

45.  Click  OK 
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46.  At  the  top  of  the  page,  elick  File 
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47.  Select  Refresh  Patient  Information 
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48. Note  will  appear  in  reverse  ehronologieal  order  with  all  other  patient  notes. 
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POST  OP  DAY  2  •  MORNING  QUESTIONNAIRE  VISIT 

Hirinie  House  was  seen  today  for  the  Post  Op  Day  2  Morning  Questionnaire  Visit 
for  The  Nerve  Blook  Study. 

Patient  coipleted  the  following  questionnaires  independently: 

S™pQ2 

SFG 

QoRlS 

ORSDS 

During  our  visit,  we  reviewed  the  following: 

Conconitant  Medications:  Verified  via  chart  review 
Adverse  Events:  None  reported  by  patient 
Potential  Study  Endpoints;  None  reported  by  patient 
Serious  Adverse  Events:  None  reported  by  patient 

Patient  is  pleased  with  her  care  and  is  anxious  to  go  hone.  Is  confident  that 
her  hard  work  with  the  PT  staff  will  pay  off  and  is  loohno  forward  to  retuming 
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RESEARCH  INITIAL/CONSENT  NOTE 


PATIENT  NAME  consented  to  participation  in  the  study  titled:  4-drug  Nerve  Block  versus  Plain  Local 
Anesthetic  for  Knee  and  Hip  Arthroplasty  Analgesia  in  Veterans  -  THE  NERVE  BLOCK  STUDY  on  DATE  at 
TIME. 

The  research  study  was  explained  and  informed  consent  was  obtained  by  NAME  OF  PERSON 
OBTAINING  CONSENT 

The  full  consent  document  was  reviewed  with  the  patient  and  the  patient  verbalized  understanding. 

The  patient  was  given  every  opportunity  to  ask  questions.  The  Pl/Coordinator  were  able  to  answer  all 
questions  to  the  patient's  satisfaction.  Risks  and  potential  study  medication  side  effects  were  reviewed. 
Approximately  NOTE  TIME  SPENT  {MINUTES/HOUR[S])  was  spent  explaining  the  study  and  the  consent. 
A  copy  of  the  signed  consent  was  given  to  the  patient  at  the  end  of  the  study  visit.  No  study  procedures 
were  conducted  prior  to  informed  consent. 

The  patient  IS/IS  NOT  participating  in  another  research  study.  IF  PATIENT  IS  PARTICIPATING  IN 
ANOTHER  RESEARCH  STUDY  IT  MUST  BE  NOTED  HERE.  PATIENTS  MAY  NOT  PARTICIPATE  IN  2 
GREATER  THAN  MINIMAL  RISK  STUDIES  UNLESS  APPROVED  BY  THE  IRB.  RESEARCH  ALERT  ON  THE 
CHART  NOT  REQUIRED. 

The  purpose  of  this  research  is  to  evaluate  two  different  nerve  block  injection  drugs  given  one  time  prior 
to  surgery  to  try  to  control  pain  following  Total  Hip  or  Knee  Arthroplasty.  Patient's  participation  in  this 
study  could  be  as  long  as  3-4  months  depending  on  how  long  after  patient  signs  consent  that  surgery  is 
scheduled.  The  last  study  visit  will  be  6  weeks  after  surgery. 

If  you  need  additional  information  please  contact: 

Brian  Williams,  MD,  MBA,  Principal  Investigator 
Office:  412-360-1602 
Cell/Text:  412-721-1430 

Karen  Gilbert,  Study  Coordinator 
Office:  (412)  360-6666 
Cell:  (412)518-1322 


After  Hours  Research  Answering  Service:  1  (866)  785-9015 


RESEARCH  STUDY  ALERT  -  WARNING 


PARTICIPANT'S  NAME  is  participating  in  the  study  titled  4-drug  Nerve  Block  versus  Plain  Local 
Anesthetic  for  Knee  and  Hip  Arthroplasty  Analgesia  in  Veterans  -  THE  NERVE  BLOCK  STUDY 

This  is  a  prospective  randomized  clinical  trial  evaluating  two  different  nerve  block  injection  drugs  to  try 
to  control  pain  following  Total  Hip  or  Knee  Arthroplasty.  The  study  will  specifically  look  at  patient 
reported  and  physical  therapy  progress.  Subjects  will  be  randomized  to  receive  plain  bupivacaine  or 
bupivacaine  plus  CBD  (clonidine-buprenorphine-dexamethasone)  one  time  prior  to  surgery.  Patient's 
participation  in  this  study  could  be  as  long  as  3-4  months  depending  on  how  long  after  patient  signs 
consent  that  surgery  is  scheduled.  Last  study  visit  will  be  6  weeks  after  surgery. 

For  additional  information  please  see  the  research  study  note  dated  DATE  OF  RESEARCH  NOTE. 


RESEARCH  NOTE 


NAME  OF  VISIT  -  CHOOSE  ONE  OF  THE  FOLLOWING:  SCREENING  VISIT 

BASELINE  VISIT 
SCREENING/BASELINE  VISIT 
DAY  OF  SURGERY  -  PRE  SURGERY  VISIT 
DAY  OF  SURGERY  -  POST  SURGERY  VISIT 

POST  OP  DAY  1,  2,  3,  4,  5 . 

MORNING  QUESTIONNAIRE  VISIT 
PHYSICAL  THERAPY  CONSULT  -  RESEARCH 
PHYSICAL  THERAPY  -  RESEARCH 
WEEK  2  VISIT 
WEEK  6  VISIT 


PATIENT'S  NAME  was  seen  today  for  the  NAME  OF  VISIT  for  The  Nerve  Block  Study. 

IF  VITALS  WERE  TAKEN  FOR  THE  VISIT,  NOTE  HERE.  IF  NOT,  DELETE  THIS  SECTION. 

Blood  Pressure: 

Pulse: 

DESCRIBE  WHAT  HAPPENED  AT  THE  VISIT.  INCLUDE  ALL  INFORMATION  RELEVANT  TO  THE  POTENTIAL 
OUTCOME  OF  THE  STUDY  AND  THAT  VERIFIES  INFORMATION  COLLECTED  DURING  THE  VISIT. 

BEGINNING  AT  DAY  OF  SURGERY  -  PRE 

During  our  visit,  we  reviewed  the  following: 

Concomitant  Medications:  Verified  via  chart  review 

Adverse  Events:  "None  noted  by  patient"  or  Describe 

Potential  Study  Endpoints:  "None  noted  by  patient"  or  Describe 

Serious  Adverse  Events:  "None  noted  by  patient"  or  Describe 

The  patient  was  reminded  to  contact  the  Study  Coordinator,  Karen  Gilbert,  or  Dr.  Williams  should  s/he 
have  any  questions,  concerns  or  needs  additional  information. 


VAPHS  Human  Subjects  Research  Listing  of  Reportable  Events 

The  following  table  has  been  created  to  assist  investigators/study  teams.  The  table  outlines  the  types  of  events  related  to  human  subjects  research  that  must 
be  reported,  the  method/process  to  be  followed  to  report,  and  the  timeframes  for  reporting.  If  you  encounter  a  problem  or  event  that  is  not  described  on  this 
table,  or  you  are  having  difficulty  determining  when/if  an  event  requires  reporting,  it  is  advised  that  you  consult  with  the  IRB  Office  (VHAPTHIRB(ava.gov)  as 
soon  as  possible.  Please  note  that  with  the  exception  of  Research  Information  Security  Incidents,  the  procedures  listed  here  are  unique  to  studies  overseen  by 
the  VAPHS  IRB.  If  your  study  is  overseen  by  the  VA  Central  IRB,  please  follow  their  procedures. 


SECTION  A:  EVENTS  AND  PROBLEMS  REQUIRING  IMMEDIATE  ACTION 

Type  of  Event: 

Examples: 

How  to  submit: 

Local  Unexpected  and 
Related  Research 

Deaths 

•  Any  death  of  a  research  subject  participating  in  research  overseen  by  the  VAPHS 
IRB  determined  by  the  Pl/member  of  the  study  team  to  be  unexpected  and 
related  to  the  research. 

Oral  report  must  be  made  immediately  to 
the  IRB  Office  at  412-360-2394  or  412-360- 
2396.  If  no  one  answers,  a  voice  mail 
message  must  be  left  that  includes: 

•  The  Pi's  name 

•  The  name  of  the  study  and  study  ID 
number 

•  Date  of  the  death 

A  written  notification  must  also  be 
submitted  to  the  IRB  within  5  business  days 
of  becoming  aware  of  the  death. 

For  studies  in  ProSPECT— ^-Submit 

Reportable  Event:  Serious  and  Unexpected 
Adverse  Event 

For  studies  in  Paper  ^  Submit  Serious 
Adverse  Event  Report 

Note:  These  events  must  also  be  added  to 
the  Serious  Adverse  Event  Log  (in  Table  2) 
and  submitted  at  the  time  of  Continuing 
Review. 

VAPHS  Human  Subjects  Listing  of  Reportable  Events_rev6-7-2016 
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SECTION  A:  EVENTS  AND  PROBLEMS  REQUIRING  IMMEDIATE  ACTION  (Continued) 


Research  Information 
Protection  Incident 


•  Any  information  security  incident  related  to  VA  research  including, 

inappropriate  access,  loss  or  theft  of  PHI;  noncompliant  storage,  transmission. 

1.  Monday- Fridav  (7:00  am- 4:30  pm) 

removal  or  destruction  of  PHI;  or  theft,  loss,  or  noncompliant  destruction  of 

Submit  an  email  to  the 

equipment  containing  PHI.  Examples  may  include,  but  are  not  limited  to: 

VHAPTHRIPP(Sva.gov  following  the 

o  Inappropriate  access,  loss  or  theft  of  documents  containing  PHI  (e.g.. 

instructions  outlined  in  Appendix  A 

informed  consent  forms,  HIPAA  Authorization  forms,  case  report  forms) 

of  VAPHS  Policy  014,  Research 

o  Unauthorized  destruction  (accidentally  or  intentionally)  of  research 

Information  Incident  Reporting. 

records 

NOTE:  Emails  sent  to  this  address 

o  Loss,  theft  or  unauthorized  destruction  of  equipment  (e.g.,  laptops. 

MUST  be  sent  from  the  VA  network 

other  mobile  devices,  external  storage  media)  containing  VA  research- 

and  must  be  encrypted.  If  you  are 

related  PHI 

NOT  able  to  access  the  network. 

o  Transmission  of  VA  research-related  PHI  not  encrypted  according  to  VA 

please  contact  the  Research  Office 

standards. 

at  412-360-2384  or  412-360-2396 

o  Use  or  connection  of  unauthorized  equipment  (e.g.,  non-VA  thumb 

for  instructions. 

drive,  unauthorized  personally  owned  equipment)  to  store,  process,  or 

2.  If  it  is  after  4:30  pm  M-F  or  the 

transmit  VA  research-related  PHI 

weekend,  you  must  call  the  VAPHS 

o  Malicious  attack  on  or  unauthorized  access  to  VA  information  system 

Operator  (412-822-2222)  and  ask 

containing  VA  research  related  PHI 

for  the  Administrator  on  Duty 

(AOD)  and  inform  the  AOD  that  you 

Note:  Issues  related  to  HIPAA  Authorizations  and  deficiencies  (such  as  invalid  HIPAA 

need  to  report  a  Research 

Authorizations,  deficient  waivers  of  authorization,  and  other  uses  and  disclosures  of  PHI 

Information  Security  Incident.  The 

for  research  without  legal  authority)  are  to  be  reported  in  accordance  with  SECTION  B. 

email  as  described  in  #1  (above) 

must  also  be  sent  on  the  next 

business  day. 

RESEARCH  INFORMATION  PROTECTION  INCIDENTS  ARE  TO  BE  REPORTED  WITHIN  1 

3.  DO  NOT  SUBMIT  anything  to  the 

HOUR  OF  DISCOVERY 

IRB  either  in  paper  or  via  ProSPECT 

unless  specifically  instructed  to  do 

so  by  the  IRB  Staff. 

VAPHS  Human  Subjects  Listing  of  Reportable  Events_rev6-7-2016 
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SECTION  B:  EVENTS  AND  PROBLEMS  REQUIRING  REPORTING  WITHIN  5  BUSINESS  DAYS 

Type  of  Event: 

Examples: 

How  to  submit: 

Serious  Unexpected 
and  Related  Adverse 

Events 

•  Any  serious,  unexpected  local  (internal)  adverse  event  related  to  the  research 

For  studies  in  ProSPECT^Submit 

Reportable  Event:  Serious  and  Unexpected 
Adverse  Event 

Note:  These  events  must  also  be  added  to 
the  Serious  Adverse  Event  Log  (in  Table  2) 
and  submitted  at  the  time  of  Continuing 
Review. 

Serious  Unanticipated 
and  Related  Problems 

•  Any  situation  that  requires  action  on  the  part  of  the  study  team  and/or  sponsor 
to  prevent  an  immediate  hazard  to  subjects  or  others  including: 

o  Any  change  made  to  the  study  protocol  without  prior  IRB  approval 
when  the  change  was  made  in  order  to  eliminate  an  apparent 
immediate  hazard  to  subjects  or  others. 

•  Any  problem  described  in  a  VA  Pharmacy  Benefits  Management  (PBM)  alert 
relevant  to  local  human  subjects. 

•  Any  Data  Monitoring  Committee  (DMC),  Data  Safety  Monitoring  Board  (DSMB), 
or  Data  Safety  Monitoring  Committee  (DSMC)  report  describing  a  safety 
problem. 

•  Any  sponsor  analysis  describing  a  safety  problem.  NOTE:  Sponsor  AE  reports 
lacking  meaningful  analysis  do  not  fall  under  this  category. 

•  Any  work  related  injury  to  personnel  involved  in  human  research,  or  any 
research-related  injury  to  any  other  person,  that  requires  more  than  minor 
medical  intervention  (i.e.,  basic  first  aid),  requires  extended  surveillance  of  the 
affected  individual(s),  or  leads  to  serious  complications  or  death. 

•  Any  other  incident  or  problem  or  combination  of  problems  that  present  a 
genuine  risk  of  substantive  harm  to  the  safety  rights,  or  welfare  of  human 
research  subjects,  research  personnel,  or  others,  or  that  substantively 
compromise  the  VAPHS  Human  Research  Protection  Program  (HRPP).  Specific 
examples,  include  but  are  not  limited  to: 

o  Failure  to  obtain/complete  any  safety  labs  or  monitoring  as  dictated  by 
the  protocol. 

For  studies  in  ProSPECT— ^-Submit 

Reportable  Event:  Serious  Unanticipated 
Problem 

VAPHS  Human  Subjects  Listing  of  Reportable  Events_rev6-7-2016 
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SECTION  B:  EVENTS  AND  PROBLEMS  REQUIRING  REPORTING  WITHIN  5  BUSINESS  DAYS  (continued) 

Type  of  Event: 

Examples: 

How  to  submit: 

Serious  Unanticipated 
and  Related  Problems 
(continued  from 
previous  page) 

o  Change  in  FDA  labeling  due  to  new  risks,  or  withdrawal  from  marketing 
of  a  drug,  device  or  biologic  used  in  a  research  protocol, 
o  Inclusion  of  participants  who  do  not  meet  eligibility  criteria 
o  Failure  to  report  incidental  findings  of  clinical  significance  to  a 
participant's  responsible  clinician  and/or  the  participant, 
o  External  Adverse  Event  report  which  the  investigator/study  team  feels 
raises  a  safety  concern. 

o  Finding  by  an  external/sponsor  monitor  of  a  safety  problem^ 

For  studies  in  ProSPECT^Submit 

Reportable  Event:  Serious  Unanticipated 
Problem 

Apparent 
Serious/Apparent 
Continuing  Non- 
Compliance 

•  Initiation  of  VA  human  subjects  research  without  IRB  approval 

•  Initiation  of  VA  human  subjects  research  without  R&D  committee  approval. 

•  Initiation  of  VA  human  subjects  research  without  written  notification  from  the 

ACOS/R&D  that  the  project  may  begin. 

•  Substantive  Informed  Consent  and/or  HIPAA  deficiencies  including: 

o  Use  of  an  informed  consent  document  whose  content  was  not 
approved  by  the  VAPHS  IRB.  This  includes: 

■  Crossing  out  approved  language 

■  Adding  language  that  has  not  yet  been  approved 

■  Use  of  the  wrong  version  of  the  consent  (i.e.,  not  the  one 
currently  approved  by  the  IRB) 

o  Printer  errors  that  result  in  content  from  the  approved  version  not 
appearing  on  the  printed  version  (i.e.,  text  is  missing 

o  10  or  more  participants  signing  a  consent  form  lacking  the  IRB  approval 
stamp/watermark. 

o  Initiation  of  research  interactions  or  interventions  with  one  or  more 
subjects  prior  to  obtaining  IRB-approved  written  informed  consent  or 
IRB-approved  verbal  consent  or  a  waiver  of  informed  consent. 

o  Conducting  a  specific  research  procedure  or  procedures  for  which  the 
subject  did  not  give  consent  (e.g.,  consent  form  requires  that  subjects 
check  a  box  if  willing  to  participate  and  subject  does  not  check  the  box 
and  procedures  are  done  anyway). 

o  Failure  to  obtain  informed  consent  for  one  or  more  subjects  (where 
required,  unless  waived  by  the  IRB). 

For  studies  in  ProSPECT^Submit 

Reportable  Event:  Non-Compliance 

NOTE:  If  the  event  or  problem  being 
reported  is  a  previously  unreported 

Serious  Unexpected  Adverse  Event  or 

Serious  Unanticipated  Problem  (e.g.,  it  was 
not  reported  within  5  business  days) 
please  follow  the  Serious  Unexpected 
Adverse  Event  or  Serious  Unanticipated 
Problem  reporting  submission  instructions. 

^  If  no  written  report  is  available  at  the  time  that  the  study  team  is  initially  notified  of  the  safety  problem,  a  follow-up  report,  with  a  copy  of  the  written  report,  must  be 
submitted  to  the  IRB  (as  a  Reportable  Event-Other)  upon  receipt. 

VAPHS  Human  Subjects  Listing  of  Reportable  Events_rev6-7-2016 
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SECTION  B:  EVENTS  AND  PROBLEMS  REQUIRING  REPORTING  WITHIN  5  BUSINESS  DAYS  (continued) 

Type  of  Event: 

Examples: 

How  to  submit: 

Apparent 
Serious/Apparent 
Continuing  Non- 
Compliance 
(continued  from 
previous  page) 

o  Failure  to  obtain  documentation  of  informed  consent  (where  required, 
unless  waived  by  the  IRB).  This  includes: 

■  Consent  document  was  never  signed  by  participant  or  witness, 
if  required  (i.e.,  blank  signature  line) 

o  Failure  to  obtain  HIPAA  Authorization  for  one  or  more  subjects  (where 
required,  unless  waived  by  the  IRB).  This  includes: 

■  Original  HIPAA  Authorization  not  retained/lost  by  study  team 
o  HIPAA  Authorization  was  never  signed  by  the  participant  (i.e.,  blank 

signature  line) 

o  Accessing  medical  records  to  determine  if  a  potential  participant  is 
eligible  when  that  participant  has  not  signed  a  HIPAA  Authorization  or  a 
Waiver  of  HIPAA  Authorization  has  not  been  granted  by  the  IRB.  Note 
this  includes  when  the  HIPAA  Authorization  signature  line  is  missing 
and/or  blank. 

o  Sharing  individually  identifiable  information  with  anyone  not  authorized 
to  receive  it  per  the  study  protocol,  consent  and/or  HIPAA 

Authorization. 

o  Providing  individually  identifiable  private  information  to  a  collaborator, 
study  sponsor,  or  other  entity  when:  a)  such  disclosure  was  not 
described  in  the  signed  HIPAA  Authorization,  b)valid  HIPAA 
authorization  was  not  obtained,  or  c)  a  waiver  of  HIPAA  Authorization 
allowing  such  disclosure  was  not  granted  by  the  IRB.  Note  this  includes 
when  the  HIPAA  Authorization  signature  line  is  missing  and/or  blank, 
o  Providing  more  individually  identifiable  private  information  to  a 
collaborator,  study  sponsor,  or  other  entity  than  was  described  in  the 
HIPAA  authorization  signed  by  the  participant  or  was  described  in  the 
approved  HIPAA  waiver. 

•  Continuation  of  human  research  beyond  the  specified  IRB  approval  period  (i.e., 
the  IRB  approval  expiration  date)  except  where  in  the  subjects'  best  interests  as 
determined  by  the  IRB  Chair. 

•  Making  changes  to  the  study  protocol  without  IRB  approval  when  the  change  is 
NOT  being  made  to  eliminate  an  apparent  immediate  hazard  to  subjects  or 
others. 

•  Failure  to  implement,  in  a  timely  fashion,  any  protocol  or  informed  consent 
modifications  or  other  changes  required  by  the  IRB. 

For  studies  in  ProSPECT^Submit 

Reportable  Event:  Non-Compliance 

NOTE:  If  the  event  or  problem  being 
reported  is  a  previously  unreported 

Serious  Unexpected  Adverse  Event  or 

Serious  Unanticipated  Problem  (e.g.,  it  was 
not  reported  within  5  business  days) 
please  follow  the  Serious  Unexpected 
Adverse  Event  or  Serious  Unanticipated 
Problem  reporting  submission  instructions. 
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SECTION  B:  EVENTS  AND  PROBLEMS  REQUIRING  REPORTING  WITHIN  5  BUSINESS  DAYS  (continued) 

•  Failure  to  notify  the  IRB  of  a  death,  SAE,  or  problem  as  required. 

•  Failure  to  remediate  any  noncompliance  in  a  timely  fashion  as  required 
by  the  IRB. 

•  Conduct  of  research  without  required  credentialing,  privileging,  or 
initial  training. 

•  Conduct  of  international  research. 

•  Conduct  of  research  involving  children  or  women  known  to  be 
pregnant,  without  the  required  approvals.  (Either  CRADO-  pre  March 
2015  or  MCD-  post  March  2015). 

•  Involvement  of  prisoners  in  VA  research  without  CRADO  approval^ 

•  Any  finding  of  apparent  serious  noncompliance  as  listed  here,  by  any 
entity,  including  clinical  trial  monitors. 

•  Unfounded  labeling  of  a  death,  SAE,  or  problem  as  "anticipated"  or  "not 
related"  to  the  research. 

•  Any  combination  of  noncompliant  actions  that  collectively  present  a 
genuine  risk  of  substantive  harm  to  the  safety,  rights,  or  welfare  of 
human  research  subjects,  research  personnel  or  others,  or  substantively 
compromises  the  VAPHS  HRPP. 

•  Substantive  deviations  from  IRB  approved  protocols,  including 
substantive  violations  of  inclusion  or  exclusion  criteria 

Local  (VAPHS) 
investigator  initiated 
suspension  or 
termination  of 

VAPHS  IRB  Approved 
Research 

•  VAPHS  PI  decides  to  temporarily  stop  enrollment  or  some/all  study  procedures 
on  his/her  study  due  to  safety  concerns  (for  subjects,  personnel,  or  others) 

•  VAPHS  PI  decides  to  permanently  stop  all  study  procedures  due  to  safety 
concerns  (for  subjects,  personnel,  or  others) 

For  studies  in  ProSPECT^Submit 

Reportable  Event:  Suspension  or 

Termination 

Study  sponsor  or 
external  (outside  of 
VAPHS)  entity 
initiated  Suspensions 
or  Terminations  of 
VAPHS  IRB  Approved 
Research 

•  VAPHS  PI  receives  notification  from  study  sponsor  or  external  entity  to 
temporarily  stop  enrollment  or  some/all  study  procedures  due  to  safety 
concerns  (for  subjects,  personnel,  or  others) 

•  VAPHS  PI  receives  notification  from  study  sponsor  or  external  entity  to 
permanently  stop  all  study  procedures  due  to  safety  concerns  (for  subjects, 
personnel,  or  others) 

For  studies  in  ProSPECT^Submit 

Reportable  Event:  Suspension  or 

Termination 

^  Investigators/Study  Teams  should  contact  the  IRB  Office  mailgroup  (VHAPTHIRB(Sva.gov)  to  discuss  any  instance  in  which  a  subject  has  been  incarcerated  PRIOR  to  making  a 
report  of  non-compliance.  Contact  with  the  IRB  should  be  initiated  within  1  business  day  of  when  the  study  team  becomes  aware  to  ensure  that  should  follow  up  reporting  be 
necessary,  there  is  adequate  time.  Please  refer  to  VAPHS  Guidance  on  Incarceration  of  VAPHS  Research  Participants  for  specific  instruction. 
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SECTION  C:  EVENTS  AND  PROBLEMS  REQUIRING  REPORTING  AT  THE  TIME  OF  CONTINUING  REVIEW 

Type  of  Event: 

Specific  Examples 

How  to  submit: 

Internal  Serious 
Adverse  Events 

•  Greater  than  minimal  risk  studies  must  report  Internal  Serious  Adverse  Events 

■  deemed  to  be  unexpected  and  not  related 

■  deemed  to  be  expected  and  related 

■  deemed  to  be  expected  and  not  related 

•  Minimal  risk  studies  must  report  Internal  Serious  Adverse  Events 

■  deemed  to  be  expected  and  related 

These  events  should  be  logged  on  the 

Serious  Adverse  Event  Log  (in  Table  3)  and 
submitted  with  the  continuing  review. 

Protocol 

Deviations/Violations 
which  do  not  pose  an 
increased  risk  of 
harm  to  study 
participants,  research 
staff  or  others. 

•  Missed  study  visits  or  visits  occurring  outside  of  the  timeframe  dictated  in  the 
protocol  when  the  missed  visits  do  not  include  any  safety  labs,  tests,  or  safety 
monitoring. 

•  Missed  specimen  collection  or  collection  occurring  outside  of  the  timeframe 
dictated  in  the  protocol  when  the  specimens  are  not  being  collected  for  safety 
purposes. 

•  Failure  to  administer  a  survey/questionnaire  dictated  by  the  protocol  provided 
that  the  survey  is  not  being  administered  to  ensure/assess  subject  physical  or 
psychological  safety. 

•  Lack  of  protocol  adherence  by  study  participant  when  the  lack  of  adherence 
does  not  increase  the  risk  of  harm  to  the  study  participant. 

•  Printer  errors  on  the  consent  form  in  which  all  approved  text  is  present  but  the 
formatting  is  different  than  the  approved  version  (e.g.,  one  page  prints  on  two 
pages  instead). 

•  Printer/copier  errors  which  result  in  the  IRB  approval  stamp/watermark  missing 
for  less  than  10  participants  (NOTE:  If  10  this  occurs  for  10  or  more  participants, 
this  must  be  reported  as  apparent  serious/continuing  non-compliance  within  5 
business  days) 

•  Lack  of  a  CPRS  warning  flag  (when  required  by  the  IRB)  (NOTE:  If  occurs  for  10 
or  more  participants,  this  must  be  reported  as  apparent  serious/continuing 
non-compliance  within  5  business  days) 

These  events  should  be  logged  on  the 
Protocol  Deviation  Log  and  submitted  with 
the  continuing  review. 

OTHER 

•  External  Monitoring  Reports  which  DO  NOT  describe  a  safety  problem 

•  Sponsor  Correspondence  which  DOES  NOT  describe  a  safety  problem,  if  the 
sponsor  requires  that  it  be  reported  to  the  IRB. 

•  Data  Safety  Monitoring  Board  (DSMB)  reports  NOT  describing  a  safety  problem 

These  events  can  be  uploaded  at  the  time 
of  continuing  review. 
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SECTION  D:  EVENTS  AND  PROBLEMS  WHICH  DO  NOT  REQUIRE  REPORTING 

Type  of  Event: 

Specific  Examples 

External  Adverse 
Events^ 

•  External  safety  reports  received  from  study  sponsors  which  lack  any  meaningful  analysis. 

•  Any  reports  of  adverse  events  occurring  at  sites  other  than  VAPHS  when  VAPHS  is  the  coordinating  site. 

•  Any  reports  of  adverse  events  occurring  at  sites  other  than  VAPHS  when  VAPHS  is  a  participating  site. 

If  a  VAPHS  investigator  has  a  significant  concern  regarding  an  external  adverse  event,  a  report  can  be  submitted  as  a  Serious  Unanticipated  Problem.  Should  a  study  sponsor  require  that  external 
AEs  be  acknowledged  by  the  IRB,  these  events  can  be  submitted  to  the  IRB  at  the  time  of  continuing  review.  The  information  contained  on  the  reports  will  need  to  be  documented  via  the  VAPHS 
External  Adverse  Event  Log,  or  a  comparable  form  that  contains  all  of  the  information  on  the  AE  Log,  and  uploaded  in  ProSPECT.  Studies  in  paper  can  attach  the  External  AE  Log  to  the  continuing 
review  submission. 
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LIST  OF  ACRONYMS  USED  IN  PROTOCOL 


ACOS 

Assistant  Chief  of  Staff 

AE 

Adverse  Event 

CARS 

Compliance  Activity  Review  Subcommittee 

CBD 

Clonidine-Buprenorphine-Dexamethasone 

CEX 

Clinical  Exam  Form 

CFR 

Code  of  Federal  Regulations 

Co-1 

Co-Investigator 

CPRS 

Computerized  Patient  Record  System 

CRF 

Case  Report  Form 

Certified  Registered  Nurse  Anesthetists 

Clinical  Trials  Center 

Department  of  Defense 

DOS 

Day  of  Surgery 

ECO-HSR 

Education  and  Compliance  Office  for  Fluman  Subject  Research  (University  of  Pittsburgh) 

FDA 

Food  and  Drug  Administration 

Functional  Independence  Measure 

GCP 

Good  Clinical  Practice 

Flealth  Insurance  Portability  and  Accountability  Act 

ICF 

Informed  Consent  Form 

IDS 

Investigational  Drug  Service 

IMPACT  Clinic 

Interdisciplinary  Medical  Preoperative  Assessment  Consultation  and  Treatment  Clinic 

IND 

Investigational  New  Drug 

IRB 

Institutional  Review  Board 

ISO 

Information  Safety  Office(r) 

MMPNA 

MultiModal  PeriNeural  Analgesia 

MOP 

Manual  of  Operating  Procedures 

MSA 

Medical  Support  Assistant 

PFNS 

Preservative  Free  Normal  Saline 

PI 

Principal  Investigator 

PID 

Patient  Identification  Number 

Pitt  PT 

University  of  Pittsburgh  Physical  Therapist 

PO 

Privacy  Officer 

R&  D 

Research  and  Development 

SAE 

Serious  Adverse  Event 

SC 

Study  Coordinator 

SID 

Study  Identification  Number 

SIV 

Site  Initiation  Visit 

SOC 

Standard  of  Care 

TARF 

Treatment  Allocation  Request  Form 

VA  PT 

Veterans  Administration  Physical  Therapist 

VAPHS 

Veterans  Administration  -  Pittsburgh  Flealthcare  System 

VAPHS  RCO 

Veterans  Administration  -  Pittsburgh  Flealthcare  System  Research  Compliance  Office(r) 

VHA 

Veterans  Flealth  Administration 

NERVE  BLOCK  MOP  CHANGE  LOG 


Version  1.0  -  October  20,  2016 


VERSION 

DATE 

MOP  CHANGES 

1.0 

August  1,  2016 

Original 

1.1 

August  15,  2016 

1 .  Addition  of  Researeh  Publieation  language 

2 .  Addition  of  Replacement  Block  Assignment  language 

1.2 

September  26,  2016 

1.  Clarification  of  Falls  language 

2.  General  format  clean-up 

1.3 

Oetober  20,  2016 

1.  Updated  Appendix  14:  CPRS  -  Chart  Note  Templates 
and  Entry  Instructions 

2.  Addition  of  Appendix  17:  Nerve  Block  MOP  Change 

Log 

